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PROCEEDINGS (8:15 a.m)

AGENDA ITEM: Call to Order, Introductory Remarks.

DR. MC CULLEY: | want to call to order the
Opht hal m ¢ Device Panel neeting of July 23, 1999. | w |
turn the floor to Sarah Thornton.

MS. THORNTON:. Good norni ng, and wel cone to
everyone. Before we go on with today's agenda, | wll make
the sanme few short announcenents that | nade yesterday.

| would Iike to rem nd everyone that you are
requested to sign in on the attendance sheets in the
regi stration area, just outside the neeting room

You can pick up an agenda there, and information
about today's neeting and how to obtain summary m nutes or
panel transcripts after the m nutes.

Pl ease make a note that there is a panel neeting
tentatively schedul ed for Septenber 23, 1999. Stay tuned to
our web site.

| think probably in the next week or two there
will be further information on that neeting.

Messages for the panel nenbers and FDA
participants, information or special needs should be
directed through Ms. Anne Marie WIllianms or Ms. Theresa
Lew s, who are available at the registration table.

This is Anne Marie WIllians right here. She wll



be able to help you, | am sure.

For those of you with cell phones and pagers, we
ask that you turn themoff or put themon the vibration
node, so as not to disturb the panel or anyone nmaki ng
present ati ons.

| wanted to note, for the fol ks who are going to
be presenting, that there are nanme tents on the table. This
is for FDA staff. Just pick out whichever nane you |ike, and
you can put it up while you are presenting, but they are
over there on the table for you.

Pl ease, speak into the m crophone and give your
name clearly. This applies nostly to panel nenbers, but
al so to anyone who i s nmaking presentations.

It is very inportant for us to have accurate
reporting, as well as the correct nane wth the correct
coment .

| would Iike now to extend a special welcone to
our panel for the second day, and to express FDA's
appreciation for the tine they have taken fromtheir
schedul es to prepare for this neeting. W truly appreciate
it.

Pl ease i ntroduce yourselves for the record, panel,
beginning with Dr. Yarros.

DR. YARRCS: Marcia Yarros, director of regulatory



affairs for Allergan in Irvine, California, and industry
representative to the panel.

M5. MORRIS: | amLynn Morris with the state
departnment of consuner affairs in California.

DR. FERRIS: Frederick Ferris, director of the
division of bionetry and epi dem ol ogy, National Eye
I nstitute.

DR. VAN METER  Whodford Van Meter, private
practice in cornea and external disease in Lexington,

Kent ucky.

DR. MACSAI: Mriam Macsai, professor of
opht hal nol ogy, West Virginia University School of Medicine.
DR. JURKUS: Janice Jurkus, professor of

optonetry, Illinois College of Optonetry.

DR. H G3 NBOTHAM  Eve Hi ggi nbot ham professor and
chair, departnent of ophthal nol ogy, University of Maryl and
School of Medi cine.

DR. PULIDO Jose Pulido, professor and head,
departnment of ophthal nol ogy, University of Illinois.

DR. MC CULLEY: Jim McCulley, departnment of
opht hal nol ogy, University of Texas Sout hwestern Medi cal
School .

DR. SUGAR: Joel Sugar, professor and vice chair,

department of ophthal nol ogy, University of Illinois at



Chi cago.

DR. BULLI MORE: WMark Bullinore, associate
prof essor, The Ohio State University College of Optonetry.

DR. CRIMVETT: M chael Gimett, assistant
prof essor, departnent of ophthal nol ogy, University of M am
School of Medi cine.

DR. MATOBA: Alice Matoba, associate professor of
opht hal nol ogy, Bayl or Col | ege of Medi ci ne.

DR. MANNI'S: Mark Manni s, professor of
opht hal nol ogy, University of California, Davis.

DR WANG M ng Wang, director of refractory
surgery, Vanderbilt University.

DR. ROSENTHAL: Ral ph Rosenthal, director of the
di vi si on of ophthal m c devi ces.

MS. THORNTON:. Thank you. | would like to read
the conflict of interest statenent for the ophthal mc
devi ces panel neeting for July 23, 1999.

The foll owm ng announcenent addresses conflict of
interest issues associated with this neeting and i s nade
part of the record to preclude even the appearance of an
i npropriety.

To determne if any conflict existed, the agency
reviewed the submtted agenda and all financial interests

reported by the conmttee participants.



The conflict of interest statutes prohibit special
government enpl oyees fromparticipating in matters that
could affect their or their enployers financial interests.

However, the agency has determ ned that
participation of certain nenbers and consultants, the need
for whose services outweigh the potential conflict of
interest involved, is in the best interests of the
gover nnent .

Wai vers are on file for Drs. Wodford Van Meter
and Janmes McCul | ey, and wai vers have al so been granted for
Drs. Eve Higgi nbotham Jose Pulido and M ng Wang, for their
interests in firns that could potentially be affected by the
panel's del i berati ons.

The wai vers allow these individuals to participate
fully in the panel's deliberations. Copies of these waivers
may be obtained fromthe agency's Freedom of | nformation
O fice, Room 12- A-15 of the Parklawn Buil di ng.

W would like to note for the record that the
agency took into consideration certain matters regarding
Drs. Mark Bullinore, Frederick Ferris, Eve Hi ggi nbot ham
Jani ce Jurkus, Marianne Macsai, Mark Mannis, James MCul | ey
and M ng Wang.

These individuals reported past and/or current

interests in firns at issue, but in natters not related to



the specific issues of today's agenda.

Therefore, the agency has determ ned that they may
fully participate today. The agency al so considered
Drs. Mchael Gimrett's and Mark Mannis' reported
i nvol venents related to vision correction.

In the absence of any financial interests, the
agency has determ ned that they may participate fully in
today's deli berations.

In the event that the discussions involve any
ot her products or firns not already on the agenda, for which
an FDA participant has a financial interest, the participant
shoul d excuse himor herself from such invol venent, and the
exclusion will be noted for the record.

Wth respect to all other participants, we ask, in
the interests of fairness, that all persons making
statenents or presentations disclose any current or previous
financial involvenent wwth any firmthey nay wi sh to comment
upon.

| would Iike to now read the appointnent to
tenporary voting status

Pursuant to the authority granted under the
Medi cal Devices Advisory Commttee charter, dated October
27, 1990, as anended April 20, 1995 and COctober 10, 1997,

appoint the follow ng individuals as voting nenbers of the



opht hal m ¢ devices panel for the duration of this neeting on
July 23, 1999:

Drs. Frederick Ferris, Mark Mannis, Wodford Van
Meter, Alice Matoba and M ng WAng.

| also appoint Dr. Mchael Gimett as a voting
menber of the panel for the discussion of the intraocul ar
Il ens for the correction of aphaki a.

For the record, these persons are speci al
gover nnment enpl oyees and are consultants to this panel or
consul tants or voting nenbers of another panel under the
Medi cal Devices Advisory Conmttee.

They have undergone the custonmary conflict of
interest review and have reviewed the material to be
considered at this neeting.

This is signed, Dr. David W Feigel, Jr.,
director, Center for Devices and Radiol ogical Health, July
21, 1999. Thank you, Dr. MCull ey.

DR. MC CULLEY: Thank you. Just to add a new, so
everyone knows up front, a new winkle to how we are doi ng
busi ness, we follow an agenda in the programthat gives us
an order of the things to do, and in sone situations, the
time franme within which it nust be done, which we read and
follow, or I read and we foll ow

There has been one addition. That is, one of the



primary reviewers will serve as scribe during the primry
reviews, to list all the concerns that conme up, so that we
have those very well recorded, so | amnot trying to do two
or three things at once.

| amgoing to ask that Dr. Van Meter be the scribe
this nmorning and Dr. Sugar the scribe this afternoon. Al so,
| won't go through everything | did yesterday, but everyone
pl ease remain aware of not only real conflict of interest,
but the perception of conflict of interest, which can be
drawn potentially in the m nds of sone people, if
i ndi vidual s are seen powwow ng during the course of the
meet i ng.

We nust keep our comments on PMAs to oursel ves and
not discuss themw th anyone in the audience or with
our sel ves.

Wth that, | would like to open the public hearing
session of this neeting. Thirty mnutes is allocated for
publ i c hearing, where nenbers of the public may cone forward
and speak.

Each individual is limted to no nore than 10
m nutes. W have one person who has requested tine prior to
the neeting, Dr. WIIiam Bond.

AGENDA ITEM: Open Public Hearing.

DR. BOND: Thank you, M. Chairman. | am WIIiam



Bond. | am an ophthal nologist in central Illinois. | am
speaking for, this afternoon, the Sunmt Apex-Plus Laser,
for the approval of LASIK. | have sone prepared renarks.

As a Summt CRS investigator core study, | would
like to respectfully submt to the panel the follow ng
points in support of l|labeling the Summt Apex-Plus Laser for
LASI K.

LASIK is currently the true standard of care for
refractive surgery in the United States and el sewhere.

Ext ensi ve studies, including the CRS study, have proven
LASIK on a Summt |aser to be safe and effective.

DR. MC CULLEY: Excuse ne. | hate to interrupt
you, but | need for you please to state whether you have any
conflicts of interest, who paid your way here, and things of
that sort.

DR. BOND: | paid ny own way here, m ssed a day
and a half of work, and I own a Sunmt laser. | amout on
this quite a bit.

DR. MC CULLEY: No accusations, just that we need
it for the record, and it was pointed out to ne that we
hadn't gotten it.

DR. BOND: | amsorry. | own a Summt |aser. O her
than that, I amon ny own.

Accuracy in | abeling serves the entire public, not
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just the MDs and the |aser manufacturers but, nost of all,
t he patients.

LASIK is by far the nost commonly perforned
refractive procedure on all exiner lasers, including the
Summ t Apex Pl us.

This is because the surgeons actually treating the
patients have found LASIK to be safe, effective, reliable
and reproduci bl e.

The | aser shoul d be approved and | abeled for its
nmost common actual use, and the use shown to be preferred by
bot h doctors and patients.

Labeling the Summt Apex Plus |laser for LASIK
all ows the LASIK procedure to be done in a manner best
serving the public.

Anmeri can patients should have access to the best
LASI K software. Currently, better software for such things
as central island prevention and multiple zones -- to give
two exanples of many -- is unavailable to the majority of
the American public, although freely avail able outside the
USA.

On- | abel LASIK would elimnate such unscientific,
but politically mandated maneuvers such as doubl e cardi ng.

In my own experience with both the Sunmt Apex and

the Summt Apex Plus |aser, CRS software gives better
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results than the approved PRK software.

Regul ations originally neant to protect patients
w nd up obstructing care, as know edge and circunstances
change.

For instance, | cannot access very |ow anmounts of
myopia in ny Summt Apex Plus |aser, which would be of great
benefit to certain patients, particularly in enhancenent
si tuati ons.

These useful myopic instrunents are not
unavai l abl e due to lack of engineering skill or scientific
know edge, but by decree, and not very recent decree.

The public is best served by frank tal k anong MDs.

One of the things about ny profession of which | have been
t he proudest has been the absolute free exchange of nedical
know edge anong doctors, exenplified by the remark, there
are no secrets in nedicine.

| deas, results, concepts, techniques are shared
freely for the benefits of everyone's patients. It is a
wonder ful tradition.

There is also a place for free and frank exchange
bet ween MDs and | aser manufacturers, perhaps leading to
advances in design.

Due to regul ation, perhaps over-interpretation of

regul ation, we now often find ourselves in a Kafka-esque
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worl d of circum ocution, code words, particularly wth
manuf acturers. On label LASIK would elimnate this
unheal t hy situation

Not everyone here is a surgeon, but we are al
patients. The interests of patients very rightly take
precedence over all other considerations, but I would still
like to nention a few issues that concern MDs directly.

On | abel LASIK is a direct benefit to MDs, because
it resolves certain issues with professional liability
i nsurance, which in turn affects cost of, and access to
medi cal care.

| nsurance conpani es prefer premuns to clainms, and
especially seemto dislike the clains on which they have to
pay out.

LASIK is the established standard of care
refractive procedure. An insurance carrier or plaintiff's
attorney should not be able to deem LASI K experi nent al .

It is a lanmentable state of affairs when a surgeon
has to describe to the patient the nost commonly done, safe
and effective refractive procedure as off |abel, not
approved by the FDA, investigational, experinental.

It is no longer the last two of these two, and
shoul d no | onger be the first two. | thank you for your

ki nd attention.
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DR. MC CULLEY: Thank you. Does the panel have
any questions for Dr. Bond? Seeing none, we thank you for
your conmments.

Time allows, if there are others in the audience
who wi sh to cone forward and nmake conment. Seei ng none, we
will close the open public hearing. The open conmttee
di scussions will begin with branch updates. Dr. Rosenthal ?

AGENDA ITEM: Open Committee Discussion. Branch
Updates.

DR. SAVIOLA: | believe | amfirst on the agenda.

Good norning. My nanme is Dr. JimSaviola. | amchief of
the vitreoretinal and extraocul ar devices branch in the
di vi si on.

For the record, | ama governnent enployee. | am
restricted, so | have no financial interests in any of the
t opi cs di scussed today.

There are three topics | would like to update the
panel on. The first deals with the standards recognition
process.

Last week, on July 12, the agency published in the
Federal Register a notification of the nodifications to the
list of recognized standards used in the premarket review
st andards.

Added to the |list of recognized ophthalmc



14

standards was the American National Standards Institute ANSI
Z.80.20, 1998, titled, Ophthal mcs, contact |enses, standard
term nol ogy, tol erances, neasurenents and physi cochem cal
properties.

This standard was conpletely recogni zed, with four
exceptions that are summari zed on the suppl enentary
i nformati on sheet for the standard.

More conplete information regarding the details
can be found on our CDRH web site. The standards
recognition process was addressed in the FDA Moderni zation
Act of 1997, as a way to allow the agency to recognize
consensus standards for use in satisfying portions of device
subm ssi ons.

The list of standards is published at | east once a
year. In the contact |lens area, previously there were 13
standards recogni zed that were devel oped by the
I nternational Standards Organization, |1SO that pertained to
sone aspect of contact |enses or care products.

This ANSI Z.80.20 standard was avail abl e as of
| ast Monday for manufacturers to use as part of their
subm ssi ons process.

A second itemw th regard to PMA approval, on
February 5, 1999, the FDA approved the Bausch and Lonb pure

vision soft contact lens for seven-day extended wear for
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aphaki ¢ or non-aphaki c persons.

This lens is manufactured froma silicon hydrogel
material. The generic nane is balfilcon A

The conpany is marketing the | ens overseas as well
as in the United States.

Since this was a seven-day indication for extended
wear, it was not reviewed by the ophthal mc devices advisory
panel .

The last item back in Cctober 1998, | had updated
t he panel about the health notification on the illegal
pronotion of orthokeratol ogy contact | enses and tinted
| enses, dated Septenber 25, 1998.

VWhile there is still one daily or orthokeratol ogy
I ens, the Contex OK lens that is cleared for marketing,
there are now two conpani es that have received a marketing
cl earance for their after-market lens tinting service.

The first conpany cleared was Adventures in
Colors, that offers a tinting process for |enses that have
al ready been prescribed for patients by a practitioner.

The second conpany, Col orsoft Laboratories, has
al so received a simlar marketing cl earance.

Adventures in Color has al so received a second
510(k) clearance for a prosthetic tinted lens. Qur branch

is continuing to work with other lens tinting services to
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hel p them neet their regulatory requirenents.

That concl udes ny updates. Are there any
gquestions?

DR. MC CULLEY: Seeing none, | guess we are going
to go down the order

DR. BEERS: Hi. | amEverette Beers. | amacting
branch chief today for Mrris Waxler, who you saw here
yesterday. This is update for the diagnostic and surgi cal
devi ces branch.

| wanted to thank the nenbers of the branch and
t he other branches in the division and nenbers of the
statistics team for the continued high quality of
scientific review and team | eadi ng.

Wthin the diagnostic and surgical devices branch,
| wanted to thank Ms. Quynh Hoang, Ms. Jan Cal | anay,
Ms. Marsha Nicholas, Ms. Daryl Kaufman, M. Denis MCart hy,
and Dr. Bruce Drum

Fromthe division, Dr. Bernie Lepri, Dr. Mlvina
Eydel man, Dr. Sheryl Berman, Dr. Ral ph Rosenthal and
Ms. Deborah Falls.

From the other two branches, the intraocul ar and
corneal inplant branch, and the vitreoretinal and
extraocul ar devi ces branch, who have hel ped out our branch

in team | eading sone of our IDEs and PMAs, | wanted to thank
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Ms. M ng Shih, Ms. Karen Warburton, Ms. Sue Jones, and
Dr. Kesi a Al exander

| n updates from previ ous neetings of the panel,
t he PMA P970001, which is the Enmery Vision correction PVA
for refractive surgery for myopic using LASIK, that PMA
remai ns under review.

The gui dance docunent that was referred to
yesterday for refractive surgical |asers, and as
Dr. Rosenthal and Dr. Waxler nentioned, that has not been
revi sed.

That is the October 10, 1996 gui dance entitl ed,
Checklist of Information Usually Submtted in an
| nvesti gati onal Device Exenptions Application for Refractive
Surgery Lasers. That is up on the web site, on the CDRH web
site.

| wanted to touch on our subm ssions that we have
received in the last 12 nonths. PMA subm ssions, we received
four original PMAs.

Then, 24 PMA suppl enents and anendnents from 11
manuf acturers, covering 13 PMAs.

For 1 DEs, we had 542 | DE subm ssions. That
i ncludes 212 subm ssions from manufacturers covering six
original I1DEs and 206 anendnents and suppl enents.

The remai ni ng 330 | DE subm ssions were from
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sponsor investigators, 12 original |IDEs and 318 anendnents
and suppl enents.

For 510(k) -- that is premarket notification
subm ssions -- we had 96 510(k)s. Al nbst 20 percent of
those 510(k)s were for keratones.

That concludes the DSDB. Are there any questions
fromthe panel ?

DR. MC CULLEY: How many of those were for
ker at ones?

DR. BEERS: Actually, around 19 percent of the 96,
so we had about 17.

DR. MC CULLEY: Thank you. Any other questions
for Dr. Beers? kay.

DR. BOULWARE: Good norning. | am Ashl ey
Boul ware, currently acting branch chief for the intraocul ar
and corneal devices branch.

| am pl eased to announce we have two PMAs t hat
have been approved since the | ast panel neeting, P960033,
Staar Surgical, Staar Visolasik was approved on July 2,
1999. This was a non-panel track docunent.

P980031, the KeraVision Intacs, were approved on
April 9, 1999.

We are pleased to announce that the accountability

anal ysis for clinical studies of ophthal mc devices advice
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docunent was issued in early May as a draft gui dance
docunent and is available on the web, and there are al so
copies on the table outside this room

We are currently in the 90-day comment period, and
comments will be considered prior to a final guidance being
I ssued.

We have al so rel eased an updated draft of our
gui dance for intraocular |enses. This was posted on the FDA
web site on Friday, July 16.

The Federal Register notice should issue within
the next four to six weeks. Follow ng the release of the
Federal Register notice, there will be a 90-day comment
peri od before the docunent will be released in final form

We woul d encour age panel nenbers, industry nmenbers
and interested nenbers of the public to submt their
comments. The address for comments can be found on the
second page of the guidance docunent.

Changes fromthe last draft include the inclusion
of the updated grid, which was conpil ed based on panel
recommendat i ons.

The only change to the grid fromthe panel
di scussion at the October 1997 neeting is in the
presentation of the total visual acuity rates.

In the Stark Gid, the older grid, the total
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visual acuity rates were cal cul ated assum ng an equal
distribution of subjects in each age subgroup -- 60 to 69,
70 to 79, et cetera.

In the updated grid, the total VA rates represent
the rates associated with the distribution of subjects in
the four age subgroups found in the historical control data.

So, for a clinical study with different age
di stributions of subjects, the age-adjusted total control
rate should be calculated froma wei ghted average of the age
subgroup rates in the study. This becones a little nore
obvi ous when you see the tables and the annex to the
gui dance docunent.

Finally, | wanted to nmention that keratoprosthesis
and aqueous shunts, which were both pre-anendnent devices,
or devices that were on the market prior to 1976, SMDA90
instructed the agency to either call for PMAs for these
devi ces or reclassify these devi ces.

Foll ow ng an anal ysis of data submtted in
response to a 515(i) or a call for information, a Federal
Regi ster notice issued on March 15, 1999, proposing to
reclassify both keratoprosthesis and aqueous shunts for
gl aucoma fromclass Ill to class 11

Fi nal gui dance docunents for both devices have

al so been issued, and are proposed to serve as speci al
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controls.

The comrent period ended on June 14, 1999, and the
comments will be considered and addressed when the final
rule is issued in the Federal Register. This concludes ny
branch update. Are there any questions?

DR. MC CULLEY: Seeing none, we thank you.

W wi Il now begin deliberation on PVA P990014. W
would i ke to invite the sponsors forward for 60 allotted
m nutes to present your PNA.

AGENDA ITEM: PMA #P990014.

DR. WALKER: Good norning. M nane is Melissa
Wal ker and | amresponsible for regulatory affairs for
Bausch and Lonb Surgical, and I will be giving you a
background on the product you are going to be review ng
today, as well as introducing the other speakers.

Alittle background on the conpany, we are a
di vi sion of Bausch and Lonb, Incorporated. W were forned
i n Decenber of 1997 as a result of the purchase of Chiron
Vi sion and Storz Ophthal mcs and a subsequent nerger.

We mar ket products including intraocular |enses,
vi scoel astics, phakoenul sification equipnent, accessories,
refractive | asers and accessories, as well as ophthalmc
i nstrunent ati on.

Today we are seeking approval of intraocular |ens
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nodel H60OM It is a conposite hydrogel PMVA one-piece | ens.

There are alnost half a mllion | enses marketed
since 1995, and it is currently sold in 36 international
mar kets. These are manufactured in our Clearwater, Florida
facility.

The data that will be reviewed for you today w |l
be fromthe IDE study that was initiated in 1995. There
were a total of 21 investigators who enrolled 387 patients.

Al so, you will hear a summary of a PC Haze
substudy that was initiated in 1996 at the agency's request.

It included three | ens nodels, the one-piece PMWA the
H60M and a three-piece silicon nodel. There were 100
patients per |ens nodel.

The 100 H60M subjects that were in the substudy
are also included in the core study results.

Presenters today are Dr. George Green, who is the
director of inplant research and devel opnent for Bausch and
Lonb Surgical. He will review the design, the material and
sone manufacture of the Hydroview | ens.

Dr. Dougl as Koch, from Bayl or Col | ege of Medi cine,
will reviewthe clinical study results. Dr. Patrick O Meara
w Il be avail able to answer questions on data analysis for
t he studi es.

DR. GREEN: Good norning. | am George G een, the
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director of inplant research and devel opnment at Bausch and
Lonb.

| am here today to review briefly the | ens nodel
the subject of this PNA

The lens is the HGOM It is a posterior chanber,
one-piece intraocular lens. It is of a conposite
construction. It has a hydrogel optic and PMVA haptics.

As you can see here, it has a full six mllinmeter
flare optic, and it is 12.5 mllinmeters in overall |ength.

The optic material is conposed of a hydrogel of 2-
hydr oxyet hyl net hacryl ate, or hema, and 6-
hydr oxyhexanet hacryl ate, call ed hexema

This material is cross linked with
hexanedi odi net hacryl ate, and a benzotriazol -type acryl ate
bondabl e UF absorber is incorporated into the optic.

The PMVA haptic is conposed of nethyl nmethacryl ate
cross linked wth ethyl ene glycol di nethacryl ate, and col ored
bl ue with DNC green nunber 6.

This optic, as nentioned, is a full six
mllinmeters in diameter. It is an equal biconvex design, is
an 18 percent water content hydrogel, and has a refractive
i ndex of 1.474.

The bl ue col ored hema haptics are of a nodified G

| oop designed, effective angle is 6.1 degrees. As nentioned
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before, it has a 12.5 mlIlineter overall |ength.

This lens is manufactured by first casting a
conposite rod fromwhich the lens will be machined. The
optic is manufactured by conbi ning the nononers previously
menti oned, dispensing into nolds, curing at an el evated
tenperature and then machining to the six mllineter
di anet er.

The surrounding PMVA is cast by centering these
four rods into nolds, and di spensing the bl ue-colored
met hyl met hacryl ate around them curing it at el evated
t enper at ur e.

The intraocular lens is manufactured as any other
one-pi ece intraocular I ens would be nade. The conposite
rods here are sliced into discs. The 1OL is cut fromthe
di sc as a one-piece |ens.

The disc is lathed on both sides. The haptic
shape and optic dianeter are cut by CNC mll. The |Ienses
are hydrated, polished, inspected and sterilized.

| have a brief one-mnute video to show you this
manuf act uri ng process.

[ Video i s shown. ]

You can see here, this is the conposite rod. It
is then inserted, it is machined, it is sliced into discs.

The di scs are neasured.
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VWhat is shown here is the disc about ready to be
machi ned, showing the clear optic center and the clear PMVA
surroundi ng.

The disc is lathe cut, anterior side, and then
posterior side. This is a machining operation as any ot her
single piece lens is manufactured in our manufacturing plant
in Cearwater.

The second side is lathe cut again, identical to a
one-piece LPMVA lens. Here we see the mll as it begins to
cut the haptic shape and the optic dianeter. Fromthis
point, it is a hard |ens.

It is renoved, and it goes through the hydration
and polishing process.

Prior to the IDE study, an extensive battery of
bi oconpatability tests, neeting both the ANSI and | SO
standards was performed on these lenses, and it passed al
of these tests.

Ext ensi ve power stability has been perfornmed upon
this hydrogel optic. Shelf life testing has shown that
agi ng does not affect the |lens power of this particul ar
| ens.

We perfornmed three-year accel erated agi ng; we have
21-nonth real -tinme aging. W also have additional studies

of a conbi nation of accelerated and real tine aging for four
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and 7.5 years, showing no change in the optic power of this
materi al .

This | ens has basically one nethod of recomrended
folding. Although it has a couple of iterations on how it
is achieved, the I ens should be folded on the 12:00 to 6: 00
o' cl ock axis.

For the I DE, we had what was called an U tem
hol der, which was nerely a device which protected the |ens
during sterilization and shi pping.

The |l ens was folded using nultiple fol ding
instrunments. W recommended two particular instrunments, an
osher cyberfol der and a hydrof ol der.

It was then grasped with the lens inserter of the
surgeon's choice and inserted into the eye.

We have al so incorporated into this PVA a new
systemcall ed the Surefold, which is a holder and fol der
conbi ned.

This system ensures the correct folding axis.
Again, this is not an inserter. It is nmerely a folding
met hod and we have a brief video here to show you this new
Surefold system

[ Video i s shown. ]

The packaged lens is delivered sterile to the

operating roomtable. As you see, it arrives in a vial.
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The vial is opened, and the hol der/fol der systemis renoved
fromthe vial.

There is a safety cap that is renoved. That
exposes the H60OM |l ens, which is held between the two prongs.

These are then squeezed together, it folds the | ens on the
correct axis -- again, you see the folding action.

At that time, the lens is then grasped with the
insertion forceps of the surgeon's choice.

The U tem hol der was used exclusively in the core
study, the 387 patients on here. The Surefold system
however, was validated in a 100-patient clinical evaluation,
the data of which is included in your PMA. Again, this
denonstrates the folding axis for the HGOM | ens. Thank you

DR. KOCH: Thank you. M name is Doug Koch. | am
a paid consultant of Bausch and Lonb, and rather glad it is
a new day.

| am going to share with you results of the
clinical studies of this lens. This is a core study, a
single arm historical control, open |abel study.

The primary eval uati on paranmeters were best
corrected visual acuity and, of course, adverse events.

The accountability at one year conplies with the
FDA requirenent. |If you exclude the deceased patients, we

had 97 percent accountability. |If you include them the
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accountability was 94.8 percent.

The nean age of this cohort was 74.3 years, with a
range of 49 to 94.

Getting to the results, the best corrected visual
acuity of all cases, of 20/40 or better, was 96.4 percent,
well in excess of the Stark grid value of 88 percent, and
conversely, of course, worse than 20/40, 3.6 percent
conpared to the 12 percent on the Stark Gid control.

For best cases, the best corrected visual acuity
was 98.9 percent, conpared to 94 percent on the Stark Gid.
Again, 1.1 percent of the patients were worse than 20/ 40,

conpared to 6 percent for the Stark Gid control.

If we | ook at the distribution of best corrected
vi sual acuity, you can see that 52.6 percent of patients
were 20/ 20 or better, and obviously, the large majority of
themup to 20/30, a few of themto 20/40, and then that
smal | percent that were worse than 20/ 40.

Cumul ative adverse events were all below the Stark
Gidrates. There was one hyphema, .3 percent, 10 percent
of macul ar edema which is 2.6 percent, but that was actually
in seven subjects, which would give you a | ower percentage.

There was one surgical intervention for iris prol apse.

Persi stent adverse events, |ikew se, were well

below the Stark Gid rates. There was actually only one
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event present at one year, one patient that was
characterized as having mld iritis in a subsequent visit,
and the vision was 20/ 20 throughout.

The Surefold study was designed to validate this
new packagi ng and folding systemthat Dr. G een described to
you.

One hundred and one patients were enrolled. They
were inplanted with the HGOM Il ens, and this is a core study
protocol, with one-year follow up.

if we conbine now and | ook at these tow studies
with regard to the issue of broken haptics, which was
di scussed in the nedical reviewers review of this PVA there
was a 1.6 percentage incidence conbined, of both core and
Surefol d studies, of broken haptics.

However, all of these took place in the core
study, and that represented eight | enses that had broken
hapti cs.

These generally occurred in the inplantation
schedul e, and actually four of the eight breakages were from
one investigator. He broke two lenses on his fifth cases,
broke one al so at case 15 and case 18 or so.

The remai ning four were fromdifferent
i nvestigators, and those four investigators, they were

broken within the first 10 cases of inplantation.
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Three of the ei ght breakages occurred when they
attenpted to fold the 10L along the 3:00 o' clock to 9:00
o' cl ock nethod, which you have already heard, is not the
appropriate nethod for folding the |ens.

Four of these were observed prior to insertion,
and insertion was not attenpted. Four were observed after
insertion and the | enses were renoved.

All the I enses with broken haptics were repl aced
at the time of surgery. Al these patients did well. You
don't want to have expectations, but all of these patients
did very well.

Optic tears occurred in one percent conbined, in
the core and Surefold studies. Again, they were exclusively
in the core group. That represented five | enses. Again,
uniformy, these occurred early in the inplantation
schedule, with eight inplants or less. So, there are four
investigators with five optic tears.

Two were observed prior to insertion and insertion
was not attenpted. Three were observed after insertion and
they were replaced at the tinme of surgery. All patients
were inplanted with H60OM |l enses. All patients, again, did
wel | .

Post-market history of this |ens, although

obviously the data aren't as strict as we would have with a
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PMA or a core group, there have been nearly half a mllion

| enses sold since 1995 outside the United States,
approximately one third or so wwth the Utem holder, and the
majority of these with the Surefold systemthat Dr. G een
showed you in the video.

The i ncidence here of broken haptics is .08
percent. |If you look with the Utem holder, it is .13
percent and with the Surefold .04 percent, and there have
been no reports of optic tears.

A PCO, or posterior capsular opacification
substudy was initiated in August 1996 at FDA s request. The
purpose of this study was to conpare the rates of posterior
capsul ar haze and posterior capsul otony between three | ens
gr oups.

Three patients were enrolled and random zed, 100
each into the three lens groups. There were six
i nvestigators and results were eval uated at one year.

Agai n, these are random zed. CQObviously, they
couldn't be masked i medi ately post-operatively because the
surgeons can readily identify these lens nodels in a
patient's eyes.

There was a one-piece PMWWA lens with a 6
mllimeter optic and a 12.75 mllinmeter overall |ength.

There was the H6OM and there was a silicone three-piece
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lens with a 6 mllinmeter optic, polyprophyl ene haptics.

The primary eval uati on paraneters were best
corrected visual acuity, posterior capsular haze, incidence
and grade, posterior capsul otony incidence.

The posterior capsul otom es were perfornmed at the
investigator's discretion. This was conducted according to
the standard of practice by these practitioners, and that is
why this provision was put in place, rather than have this
be dictated by the sponsor.

The best corrected visual acuity was, at one year,
conparable in all groups. |If we |look at the haze rates, you
can see that the haze rates -- this is any kind of capsul ar
haze at one year, and would include patients that have
al ready undergone capsul otony. You can see that the
Hydrovi ew fell between silicone and PMMA. This shows it
again. Here is PMMA, here is Hydroview, and here is the
silicone |ens.

There was a statistically significant difference
bet ween PMVA and silicone. However, the differences between
t he Hydroview and the silicone or the PVMMA | ens were not
statistically significant.

Capsul otony rates are shown for you here. You can
see that Hydroview is slightly I ess than PMMA. The silicone

had a | ower rate.
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Again, it is shown for you graphically, PMVA
Hydrovi ew and the silicone |ens.

There was no significant difference between
Hydrovi ew and PMVA. There was a significant difference
between the silicone | ens and both Hydrovi ew and PMVA.

The concl usions fromthe substudy, therefore, are
that the incidence of posterior capsul ar haze for Hydrovi ew
is not significantly different than either PMVA or silicone.

The i ncidence of posterior capsul otony for
Hydrovi ew was not significantly different from PMVA

Wth regard to incision size, the |abeling request
is that the Hydroview | ens can be inplanted through a 3.4 to
3.8 mlIlimeter incision.

The investigators in the core study were not asked
to inplant the lens in the smallest incision possible.
However, 123 |lenses were reported to have been inplanted by
the investigators in incisions that were 3.8 mllineters or
smal l er, hence, the request for this |abeling issue.

I n conclusion, we believe that these data
denonstrate that the HBOMis safe and effective. It has an
outstanding acuity and safety profile. Because of its
uni que, one-piece design, wth a hydrogel -type optic, PMVA
haptics, and yet the construction of a one-piece |ens, we

believe that it offers a unique alternative to each of these
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ot her products. Thank you.

DR. MC CULLEY: Thank you. And you are avail able
now for fielding questions?

DR. KOCH:. That is correct.

DR. MC CULLEY: Panel questions for sponsor.

Dr. Pulido?

DR. PULIDO | guess the biggest concern,
obviously, is this broken haptic concern. | think it was a
wonder ful presentation; the statistics are inpressive.

Just sone points of clarification. The difference
bet ween the P422UV and the HGOMis a thinner lens for the
H60M over the P422UVv?

DR. GREEN. The previous nodel, the P422UV was a
| onger overall length and the haptics were sonewhat stiffer.

This has a shorter length and they are softer haptics.

DR. PULI DO Because the P422UV had a 6.4 percent
broken haptic rate versus a 1.6 percent for the H60M
correct?

DR. GREEN. | amnot sure of the broken haptic
rate. It sounds like it could be reasonable there. | don't
have that data in front of ne.

This | ens was redesigned actually to acconmopdate a
softer, better profile. The stiffer, longer profile was not

desired.
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DR. PULIDO Was it to try to answer this concern?

DR. GREEN: Yes.

DR. PULIDO  The junction -- did the haptic break
occur at the junction where the conposite occurs? That
woul d seemto be the place of greatest weakness.

DR. GREEN. Actually, that is not the case. These
hapti c breaks do not break fromthe junction of the haptic
and the optic.

They break at the sanme place that a single piece
hapti c woul d break, which would be just as the haptic starts
to wden or thin down, the little area we call the crotch
area in there. | can show you a picture here.

DR. KOCH: That is an intrinsic point of weakness
in any one-piece haptic. The junction is strong, but that
point where it thins out, because of the fulcrumeffect,
there is a weak point.

DR PULI DO Thank you for that clarification. W

next concern in that regard was, | believe, fromfigure 2 or
figure 4; | amsorry, | just don't renenber off the top of
my head.

There was an acconpanying table of the tensile
strength of the optic. It was chapter 2, the tensile
strength was -- page 21, chapter 3. You have the tensile

strength of the optic.
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My question is, do you have the tensile strength -
- if you were to try to take it on its |ongitudinal axis,
where the optic neets the PMVA, and conpare that with
existing |l enses, existing PMMAs, | OLs, or existing other
| enses that are out there?

DR. GREEN: Two different points to make here.
Nunber one, when you do pull on the haptic and option
junction, as you just nentioned, this nore than neets the
requi renment of a haptic-to-optic bond of, | believe it is 25
grans.

However, if you then change and say, let's analyze
exactly where this strength is, and you pull these
materials, the break is generally in the optic itself, and
not at the junction. The junction is very strong.

As a matter of fact, to your previous point on the
broken haptics, | believe there was only one case in the
original P422 where there was the question of the
haptic/optic junction. There have been no reported breaks
ever at that junction past that tine.

DR. PULI DO Thank you

DR. VAN METER A question about aging of the
| enses. In the past, with the old PMVA | enses, | believe
they used to be aged with intensive irradi ation of

ultraviolet. These were done by heat.
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Can you explain if those are equivalent, or
justify the aging tests that you did?

DR. GREEN. There were several types of aging
studies that were done. There is a standard UV aging test
that is in the ANSI and | SO standards. This test, which
simul ates 15 years in vivo, was done.

However, this is a material test and it really
| ooks at material degradati on and bi oconpatability and
t oxi col ogy properties. It is not a test that has been
designed to | ook at the optic power.

We have ot her studies, which are both shelf life
studies, which are perforned at 45-degree accel erated
tenperature, as well as studies we have done at up to 80
degrees C, where we have | ooked at the optic power, and we
have not noticed any change in optic power in those studies.

DR. VAN METER  Ckay, thank you. On page 12 of
the original PMVA submi ssion, it says that the HGOMi s
indicated for primary inplantation for correction of aphakia
in patients 60 years of age or ol der

Then, on page 37, there are 10 patients that were
under 60 in your core study. In fact, one patient is under
50.

DR. GREEN. This is always a problemw th | CL

studies. | think every PMA | have | ooked at, investigators
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enrol|l patients under age 60, despite the fact that that is
not the case.

In fact, if you look at the Stark Gid, the 1993
paper, table 5, there are a whol e bunch of patients under
age 60, even in the original Stark Gid paper. So, patients
got enrolled under age 60, despite the fact that wasn't a
requi renent.

DR. VAN METER:. Thank you. The hol ders that were
used, starting, | guess, with the Burato hol der, the
Surefold holder certainly seens to work better, but the
Surefold holder was only used in a subset of the core
patients.

Can you justify the approvability -- any
approvability -- of this lens fromthis data, using the
Surefold holder? 1In other words, we don't have anything
ot her than the subset of patients with the Surefold hol der.

DR. GREEN: Well, you have got 100 | enses that
were inplanted without any optic or haptic breakages.

DR. VAN METER |Is that what is used in your other
500, 000 | enses that have been sold worl dw de?

DR. KOCH. About 35 percent of those have been the
other, the Utem and then the renai nder have been the
Sur ef ol d.

The Utemis still being used sone
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internationally, and you can see that the incidence of the
hapti c breakages now is very, very low, even with that
Utem

DR. VAN METER: Thank you. Last questi on,
concerning the incision size, you have asked for a
recommendation of 3.4 to 3.8 mllineters.

Only, by your figures, 31.9 percent were used with
an incision size smaller than 3.8, actually, 1.9 were bel ow
3. 4.

| am aware of at | east one study that has shown
that it is pretty hard to inplant a 6 mllineter |ens that
is much smaller than 3.8 or 3.09.

In fact, if you cut the incision smaller than that
and insert a folded | ens through the incision, and neasure
it afterwards, it has often expanded to 3.9 or 4.0
mllinmeters anyway, regardless of the size the initial
i nci sion was cut.

D d anyone nake an attenpt to nmeasure incision
size after the lens was inplanted?

DR KOCH: | think in this study investigators
measured the incision size before inplantation. You are
correct; there was not neasurenent.

DR. VAN METER  Thank you.

DR. KOCH: The only comment | mght add to that is



40

we had done -- not funded by Bausch and Lonb -- a study that
has been published in Ophthal nology -- in cadaver eyes,
| ooking at incision size with various foldable I CLs.

The incision size for this lens after inplantation
in the cadaver eye was 3.5, and that was neasured very
carefully, with a 6 mllineter optic and a 21 di opter power.

DR. SUGAR: There is a report in this nonth's
Archives of Ophthal nol ogy of the proliferation of |ens
epithelial cells. This is fromDavid Spalton in London, on
the surface of the inplants.

| don't see that nentioned anywhere in here.

Coul d you comment on that?

DR. KOCH: Eight investigators reported that |ens
epithelial cells grew on the surface of the 10O.. None of
themreported that they caused any clinical issues, and 78
patients had 20/25 vision or better. One patient had
macul ar degenerati on.

We are aware of that paper. It is an interesting
paper. He actually clains that the I ens m ght be too
bi oconpati bl e.

On the other hand, it was interesting in that
paper that he reported there were actually fewer cellul ar
deposits on the lens of an inflammtory sort. | think there

was a positive in that paper, too.
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DR. SUGAR: Thank you.

DR. MACSAI: The lens is packed in fluid. Could
you tell us what the fluid is?

DR. KOCH: It is distilled water.

DR MACSAI: It is distilled water?

DR KOCH. Yes.

DR. MACSAI: Is it recommended that the | ens be
rinsed prior to insertion?

DR GREEN. | believe it is. | don't have the
| abeling in front of me right now, but | believe it is
recomended to rinse.

DR. MACSAI: Because distilled water is not
conpatible with the anterior chanber.

DR. GREEN:. Yes, | know.

DR. MACSAI: Are there any recomendati ons
regardi ng shi pping, and have there been any problens with
freezing or heating of the fluid with shipping? Does it
have to be kept at a certain tenperature?

DR. CREEN: W recommend that this | ens not be
frozen. W have done studies, obviously, on shipping. The
problemwi th freezing turns out to be not a problemwth the
lens itself. It is actually a problemwth the vial, that
when you freeze water in the vial, the vial wll break.

But the studi es we have done have shown t hat
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freezing does not affect the lens optic at all.

DR. KOCH. W checked the labeling. W do
recomrend thoroughly rinse lens with BSS sol ution.

DR. MACSAI: Have there been any problens in these
half mllion inplanted | enses el sewhere, with discoloration,
absorption of pignent, absorption of nedications by the
| ens?

DR. GREEN. | am unaware of any problens in that
area. | amunaware of any reports of discoloration or
absorption of drugs or any of the |ike.

DR. MACSAI: If the overall length is 12.5
mllinmeters, in any of these study eyes or the international
eyes, was there ever problemw th decentration that required
expl anati on?

DR. KOCH: No, in fact the decentration data we
have are excellent.

DR. MACSAI: | know in your study, but | nmeant in
the other half mllion.

DR KOCH: No, | am not aware.

DR. MACSAI: Wre any of theminplanted in the
sul cus?

DR. KOCH: In the study there was one inplanted in
the sulcus. | amsure internationally a |arge nunber have

been, but just the one in the study.
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DR. MACSAI: Have any of those been |ooked at? 1Is
t hat okay? Wat happens in those patients where it is
inplanted in the sul cus?

DR. KOCH. | have no data on any of that, no.

DR. MACSAI: Fromthe international?

DR. KOCH. No. | have never heard any probl ens
with that. W have never had a | ens that has been bag
sul cus or sul cus/sul cus.

DR. MC CULLEY: | am sure we have.
Internationally, there have been tons of them but no
reports. | would think sulcus would be fine because of the
nice rigid construction and the 12.5.

DR. MACSAI: It is the right length for the
sul cus.

DR. MC CULLEY: But bag sulcus, you don't have any
experi ence what soever?

DR. KOCH: Wwell, that didn't occur in the U S
study and we haven't gotten any reports, that | am aware of,
about problens fromthat.

Any tinme it is bad sulcus, you are always setting
yourself up for decentration, regardl ess of the |ens.

DR. MC CULLEY: Right. | was just wondering if
this one was accentuated or no.

DR. KOCH: No reports of that. | don't know,
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can't answer that.

DR. H G3d NBOTHAM Any pitting of the |ens when
the eye capsulotony is perforned, reported?

DR. KOCH. Not reported. M clinical experience
is that it yags very easily.

DR. MC CULLEY: Have you hit the lens with the yag
to see how the |l ens response to yag hits?

DR. KOCH: In the IDE studies for the preparation
of this lens, we purposefully do studies conparing the
pitting behavior of this material conpared to other |enses.

It was no worse than anything else in those studies.
Clinically, | have no other information.

DR. MATOBA: In the core study, | think there were
two or three patients who had pitting of the intraocul ar
|l ens after yag, and they said, in all cases, the visual
acuity was better than 20/40 and there were no visual
synpt ons.

DR. MC CULLEY: So, there were pits in the core?

DR. MATOBA: Yes, | think of two patients.

DR. MC CULLEY: And no description of problens
with the pits or unusual pitting characteristics?

DR. MATOBA: One or two pits and they said no
vi sual synptons, and visual acuity was better than 20/40.

DR. SUGAR: Dr. Koch, can you comment on just how



45

it unfolds, how rapidly it unfolds, and how easily the
trailing haptic is placed.

DR. KOCH: The unfolding is actually one of the
nice features of the lens. It unfolds very slowy in the
eye, and yet it is not too slow. In other words, it unfolds
in a very kind of controlled fashion w thout, on the one
hand, springing open or, on the other hand, your having to
sit there having to pry the |ens open.

It is a very controlled unfol ding, and then the
sphere haptic is usually placed with the forceps, although
you can dial the lens in as well.

DR. GRIMMETT: Probably an obvious point, but in
the international experience, with the |ow incidence of
problenms with breaks or tears, under-reporting is, |
suppose, a possibility. Ws the reporting nonitored, if at
all?

DR. WALKER: The reporting that we get is a part
of our post-market surveillance conpl aint handling system
For broken haptics and optic tears, it is highly likely that
they would return those | enses to us, because they woul d get
themreplaced. Then there would be a replacenent |ens given
to them

DR. MATOBA: In regard to the |abeling, are you

going to continue to reconmend the Oshem Cyber and the
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Bausch and Lonb folder as alternative holders for the I|ens,
or are you going to strongly suggest that the physician use
only the Surefold?

DR. WALKER: The Surefold is only a fol ding
system it is not an insertion system

The | abeling submtted with the PMA does incl ude
the Surefold | abeling system as well as the two folders
that were included in the studies. W include those in
t here.

There are other folders that it is acceptable to
use these with, but those are not folders that we have done
the validation, that we feel we want to put in the |abeling
yet.

DR. VAN METER. M inpression is that the |lens
conmes with the Surefold apparatus. You get it with the
Surefol d anyway.

DR WALKER:  Yes.

DR. MATOBA: In regard to the wound | ength, sone
of the patients had wound | engths as |ong as six
mllinmeters. Do you have sone information on that? Was
that nmerely to explant an intraocular lens, or were the
wounds made to be that |ength because of sonme difficulty
with insertion?

DR. KOCH: We did not get reports of difficulty
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with insertion. | presune it is related to that. | don't
have an answer for that.

| presune it is to take the lens out in one piece,
or sone people mght have put initial |lenses in wthout
fol ding them

DR. WANG | have three quick questions. You
cited in your study 1.6 percent haptic breakage rate and 1.0
percent optic tear rate and 1.43 percent intraocul ar device
explant rate. | know the international rate is |ower.

The i nportant question, | think, is what is the
reference rate of other existing intraocular |lenses in the

market? Are they on the order of 1.0 percent change rate

al so?

DR. MC CULLEY: Let ne break here just a nonment.
Dr. Rosenthal, is that an all owabl e question? | don't
believe that -- those kinds of conparisons --

DR. WANG Do we have any gui delines?

DR. MC CULLEY: | don't think -- is there anything
in the grid? There is nothing in the grid on that. | nean,

this is kind of a gray area, as to whether this is an
appropriate question or not.

| am not certain, because | amnot trying to
squelch it yet.

DR. ROSENTHAL: Not appropri ate.
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DR. MC CULLEY: Not appropriate; okay.

DR WANG | amtrying to get a sense. These
reported 1-point-sonething.

DR. MC CULLEY: | think if you knew data that you
coul d quote, you could quote that data. | don't think we
can ask themto do that.

DR. ROSENTHAL: | think later on in the
di scussion, as a point of order, probably you could ask
ot her panel nenbers if they have data in that regard.

DR. WANG M second question is, there is |lens
breakage when folded in the 3:00 to 9:00 position, and you
al so cited 10 degrees off the vertical neridian is the
preferred fol ding neridian.

Do you have any sense of how much degree deviation
that the |l ens breakage tends to occur; let's say, 30 degrees
off, that is sonmething you can recomend to the user?

DR. KOCH: No, we really don't have the data about
t he nunber of degrees. Basically, we know that you don't
want to fold it 3:00/9:00, and you don't want to, when you
are doi ng your folding, encroach upon the haptic/optic
junction, but that is the extent of that we have.

DR WANG M third question is, there is a claim
of UV absorbing. | think the question is related to

| abeling and that inpact of the public in the perception of
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this I ens.

| s there any data about the percentage of W
absorbing, not only W but also UVA and UVB, which is al so
as harnful ?

DR. GREEN. Yes, in the |abeling, we do give the
WV absorption curve for this lens. | believe it is 10
percent, UV cut-off is 380, 10 percent UV cut-off is 380.

DR. JURKUS: | understand you recomrend a three-
mnute insertion tine, that the |l ens woul d dehydrate after
three mnutes out of the vial.

Can you tell me, have there been any studies no
the rehydration rate. |If it takes longer than three m nutes
to get it folded and put in, does the |lens have to be
rehydr at ed?

DR. GREEN. Yes, the | ens should be rehydrat ed.

We haven't specifically studied how nmany m nutes of
rehydrati on.

It has been our experience that a short tinme, |ike
a mnute, is sufficient, but we do recomend that it be kept
wet as nuch as possi bl e.

DR. VAN METER: | have a question for Dr. Koch.

If this lens, for one reason or another, comes out of the
Surefold apparatus, if one picks it up and folds it 3:00 to

9:00, and tries to inplant it with the | oops crossed,
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through a small incision, do the |oops automatically tear or
can you put it in that way?

DR. KOCH. If you had a | arge enough wound, you
could put it in that way. There have been | enses inplanted
with a 3:00 to 9:00 o' clock folding. The problemis trying
to get the PMVA haptics, since they are both going through
the wound at the sanme tinme, there is nore torque and tension
on them and that is when they are nore likely to break.

DR. MACSAI: This is for the staff in the OR
When you renove that little thing, |I don't know what you
called it.

DR. KOCH: Little safety cap.

DR. MACSAI: Safety cap, do the | enses ever go
flying? | nmean, do we have to worry about that? How secure
are they in this little Surefold giznp?

DR. MC CULLEY: Scientific term nology here.

DR GREEN. In that little gizno, they are
actually very secure. The lens could be held in w thout
that safety cap. That is just an extra safety especially
for shipping, and who knows what plane it gets dropped off
of .

DR. MC CULLEY: So, the gizno is secure under the
t hi ngi e.

DR. GREEN. You got it.



51

DR. MACSAI: If the lens falls off the folder for
sone reason, it is dislocated fromthe folder, is there a
groove system or sonething, that the surgical technician
could place it back in the folder and still use it?

DR. KOCH: You could place it back in the fol der,
or you could just fold it with a regular folder.

DR. MACSAI: A folding forceps?

DR KOCH. Yes.

DR. MC CULLEY: | have a question about the |ens.

If it is in the eye and the haptic is broken or it is torn,
in ternms of renoval, how easy or difficult is it to renove
the lens fromthe anterior chanber?

Does one need to refold it, cut it, extend the
wound? Is it malleable enough that it can sinply be pulled
back through? How easy, traumatic is it?

DR. KOCH: That is a good question. | don't know
that | have the answer to that. | think you could probably
fold it in the eye, since it unfolds fairly predictably and

actually nore rapidly than sone of the other |enses that are

avai | abl e.

| think you could probably fold it and you
probably could cut it as well. | think the lenses in this
study, | think, were renoved just by enlarging the wound.

DR. GREEN. | think one of those was renoved by
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cutting, but nost of themwere enlarged, as | recall. It
shoul d be able to be cut fairly easily.

DR. MC CULLEY: Any nore questions?

One of these days, is the FDA going to deal with
the 60-year-old thing? | think if we polled the public, or
the practicing ophthalmc comunity, | wonder how nmany know
that there is no lens |abeled for I ess than 60 years of age.

DR. ROSENTHAL: W are currently attenpting to
address this problem

DR. MC CULLEY: O her questions for sponsor?

W w |l excuse the sponsor at this point and ask
the FDA to cone to the podiumand table for their
presentati on.

| want to thank the sponsor for a well-presented
PMA, and responsiveness to questions.

Dr. Van Meter, don't forget you are our scribe for
guestions, concerns, that we rely upon you for conpl eteness
and articulation. Don't let Mriamdistract you. Behave.

DR. BOULWARE: Good norning. | would just like to
i ntroduce PVMA P990014 for the Hydroview | QL.

My only statenent is that | would |ike to thank
the reviewteamfor all of their hard work, and tinely
reviews, in preparing this docunent for panel review.

At this time, | would like to introduce Susanna
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Jones, who is a branch toxicol ogist, and the team | eader for
thi s docunent.

M5. JONES: | am Susanna Jones. | amthe team
| eader for PMA P990014.

| would |ike to thank the sponsor for providing us
wi th an advance copy of their presentation, so that we could
avoi d unnecessary duplication of details.

The follow ng individuals were part of the FDA
reviewteam Dr. Berman is the clinical reviewer. C audine
Krosi k did engi neering, Susan Gouge, m crobiol ogy, Chang
Lao, statistics, and | was the toxicology reviewer.

After reviewing the PMA, there remain sone m nor
engi neering and clinical issues that have to be resol ved
before the final approval of the PVA. However, the PMA was
deened ready for panel reviewers.

The primary panel reviewers are Drs. Alice Mtoba
and Wodford Van Meter.

FDA determ ned that a panel review of the PVMA was
appropriate for the followng reasons. One is that the
chem cal conposition of the optic material is different from
ot her PMA approved naterial s.

Al so, a panel review of the potential safety
i ssues regarding optic tears, haptic breakage,

i ntraoperative explants and cl ai ns about incision size was
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deened appropri ate.

Dr. Berman will now sunmarize the clinical issues.

DR. BERVMAN:  Good norning, everybody. | would
like to thank the sponsor for their very conplete
presentation, and | have also read both of the primry panel
reviews, which are also very conplete.

| don't think there is any additional information
that | need to present at this tinme. So, | would like to go
ahead and pose the questions for panel consideration.

Question nunber one. The PMA study results
denonstrate a 1.6 percent incidence of haptic breakage, 1.0
percent incidence of optic tears and 1.43 percent incidence
of intraoperative device explant.

Do these data denobnstrate a reasonable |evel of
safety. Are there any additional safety concerns? Does the
panel feel that precautionary wording in the labeling is
sufficient.

Question two. The sponsor makes a cl ai m about
incision side, that the folded | ens can be inserted through
an incision of 3.4 to 3.8 mllinmeters.

However, PMA data denonstrate a mean incision
length of 3.9 mllineters. Only 29.9 percent of eyes fel
wi thin the proposed range and 1.9 percent fell below the

range.
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Does the panel feel that this labeling claimis
supported by the PMA.  Should the claimbe nodified.

Question three. Does the panel reconmend that
anyt hing be added to the labeling that is not currently
present ?

Question four. Does the PMA data provide
reasonabl e assurance of safety and efficacy to support
approval of the Hydroview fol dabl e, posterior chanber |QOL?

DR. MC CULLEY: Does that concl ude your
presentati on?

DR. BERMAN: Yes.

DR. MC CULLEY: Thank you for not reiterating
al ready wel |l -presented data. Does the panel have any
guestions for the FDA?

DR. PULIDO | think, Dr. Berman, this was a very
good review that you gave us. | just had sone questions.
Wiy did you want themto have to tell us where the incision
| ocati ons were, and whether they were all
phakoemnul si ficati ons.

How di d that change what they were submtting to
us, and the data that we had to present. | just want to
make sure that our sponsors don't have to present nore
extraneous information than is necessary for us to nmake sone

deci si ons.
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DR. BERVAN. W ask these questions of all 1QLs,
and it is for a nunber of reasons. First of all, it is to
make sure that the cases presented represent a typical
practice of cataract surgery across the country, and that
they are inplanted in a sufficient distribution simlar to
how they are going to be inplanted when they get out to be
mar ket ed.

DR. BOULWARE: Could I comment? Wen we di scussed
the previous draft of our |OL guidance docunent, incision
| ocation and size were actually two of the itens that the
panel recomended be collected in | OL studies.

DR. WANG  Does FDA have any gui delines regarding
this tear and breakage rate?

DR. BOULWARE: No, we don't at this tine.

DR. MC CULLEY: If | understand the issues here,
there are two issues and they are intertwned. It is
i nci sion size and breakage.

It seens that, if | understood sponsor, that the
incision size, or the tinme of breakage -- folding is
critical, but the tinme of breakage otherwise is tied to
insertion through the wound, which is tied to incision size.

If you try to nake it smaller, you are going to
have greater breakage. From an FDA standpoint, does that

ring true or not? FDA is not sure. Well, it will cone out
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i n our discussion.

DR. BERVAN: | think the sponsor may be able to
address that. | think that they may be related. | am not
sure that they are conpletely rel ated.

DR. MC CULLEY: You are putting a fragile object
through a space. This is just intuition, and sone clinical
experi ence.

DR. BERVAN: | agree wth that, but | think that
sone of the tears and breaks have to do with the way the
lens is folded, nothing to do with howit is inserted.

DR. MC CULLEY: Right, and | said that, folding
aside. It looked like half of their breaks in the data they
presented were related to folding, prior to, or manipul ation
before going in the eye. Roughly the other half were in the
eye.

| am maki ng an assunption, which is always ri sk,
that the majority of those that did not relate to
mani pul ati on before insertion, but they occurred as
i nsertion occurred.

Agai n, we are supposed to bring our experience to
the room Fromjust ny clinical experience, putting it
t hrough the wound is the riskiest tinme for haptic and optic,
relative to their integrity.

DR. BERVAN: | would |ike the sponsor to address
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that further, but fromny own recollection, I know that sone
of the |l enses were reported by the investigators to have
been broken after the time of actually insertion through the
wound, when they were mani pul ated inside the eye.

DR. MC CULLEY: We have two primary reviewers. Do
we have any ot her questions for FDA? Ckay, let's go on to
the first primary review, Dr. Van Mter.

DR. VAN METER: | appreciate the sponsor supplying
a conplete account of the data in the study, and the
comments of Susanna Jones and Sheryl Berman, which were
hel pful .

| will not repeat the data, which has been
avai l abl e to everyone. To touch the high points,
accountability was satisfactory, wth effectively 95 percent
accountability, excluding patients who had di ed.

O the 11 patients lost to follow up, nine of
t hose patients had 20/ 25 vision at |ast exam nation and no
reason to think that the |l ens does not performwell.

| think the efficacy of the | ens has been well
established and the safety issues are not really a concern
to me because the incidence of broken haptics, which was 1.6
percent, and optic tears of 1.0 percent, appeared to be
related to | earning curve.

It is unusual that we have a sponsor's
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presentation here with over 400,000 | enses inplanted
worldwde. | think it is hard not to | ook at sone of that
experi ence.

Wor | dwi de, the incidence of broken haptics is 0.16
percent and optic tears of 0.06 percent, which | think are
quite accept abl e.

| think | abeling can address the | earning curve,
and I will discuss that in ny concl usions.

There were four eyes that had surgical
conplications, one with a decimase detachnent, one an
anterior chanber henorrhage, one with iris danage and one an
anterior capsular tear. Al four of these eyes did well,
even though the protocol states that surgical conplications
such as these, which happened before the | ens was inpl ant ed,
were actually contraindications to Hydroview use. However
the Il ens was put in anyway, and the patients seened to do
wel | .

Best spectacle corrected acuity showed 20/40
vision in 96.4 percent of patients, exceeding the Stark
Gid.

Now, | have four concerns before we get to final
recommendations. The variability in folders is, | think,
justifiable and understandabl e now.

It would be nice if it didn't make any difference
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what fol der was used, but the Surefold apparatus, as we have
seen denonstrated here, seens to be superior, and a step
ahead of having manual folding done by a variety of folders
in a variety of operating roons.

| think because the Surefold inserter was not used
in the PVA patients, that it should be noted in |abeling
that the effectiveness of the Surefold is based on a subset
of the core patients.

This intraocular lens is clearly nore sensitive to
i nproper handling than PMVA | enses, and other |enses on the
market, and the risk of haptic breakage and optic tears,
which are related to forceps mani pul ati on of the |Iens and
inplantation, leads ne to believe that a fairly detailed
recommendation for inplantation would be hel pful.

| don't think you can specify exactly how the | ens
shoul d be inplanted, but I would note, for instance, that
the risk of folding | enses higher than, say, 27 diopters
| eads to an increased risk of |ens damage, and fol ding the
l ens of f axis, which a nunber of other fol dable | enses are,
i ndeed, folded on a different axis than 12:00 to 6: 00.

If this lens, for one reason or another, falls off
an inserter, it would be nice if a surgeon could pick it up
and put it inin different ways.

| think you need to be clear in |abeling that one
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does so at one's own risk

An anterior capsular bag probably needs to be
required for inplantation of this lens. Theoretically, |
believe the I ens can be placed in the sulcus in front of a
torn anterior or posterior capsule, using capsular flaps as
a gui de.

Unfortunately, sonetines a radial anterior
capsul ar tear occurs after the I ens has been inplanted in
the eye and as the |l ens unfolds, and sonetines you can't
al ways tell this.

| think the determination of putting the lens in
only with an intact anterior capsular flap, which | got the
inpression fromlabeling is required, mght be a suggestion
rat her than a requirenent.

| believe the lens would do well if the anterior
capsul ar tear is controllable, and because you can't al ways
tell there is a capsular anterior tear at the tine of
i npl ant ati on.

In conclusion, | believe that this PMA provides
sufficient information on safety and efficacy to support
approvability.

My concerns about the safety and fragility of the
| ens can be sufficient covered in |abeling, and I would

specify the | abeling include the risk of haptic breakage,
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tears, a notation that nost of the tears occurred with
folding or inplantation, including the risk of folding
t hi cker | enses, for exanple, thicker than 27 diopters.

| believe that the | abeling claimabout incision
size is not supported by the data, because clearly, the
incision sizes in this study, ranging fromsmaller than 3.4
to 6 mllimeters actually reflect the practice of nedicine
and what | believe surgeons do in general. | would |eave
i ncision size out of this. Thank you.

DR. MATOBA: | will try not to be too redundant,
but I will repeat one or two things that have been al ready
ment i oned.

This was a single arnmed, historical controll ed,
open | abel study to evaluate the Mddel H60M Hydrogel PMVA
| ens.

In terns of accountability, 387 patients were
enrolled in the core study, and at form5, which was the end
poi nt at one year, 332 patients were available, and this is
an accountability level of 85.8 percent.

Fifty-six patients were m ssing and, of those, an
additional 27 were said to have been seen at a later visit,
bringing the total up to 359, or 92.5 percent
accountability.

However, nost of the data that was presented in
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t he docunent was based actually on the 332 patients, or 85
percent accountability.

In terns of efficacy, the primary paraneter was
best corrected visual acuity at one year, or formb5, and the
Stark Gid of 88 percent was exceeded, in that the patients
achi eved best corrected visual acuity of 20/40 or better at
a rate of 96.4 percent, and that is for an N of 332.

For best case, as Dr. Koch stated, the Stark Gid
is 94 percent and the study achi eved 98.9 percent.

In terns of both cunul ative and persistent adverse
events, for all categories, the study achi eved or exceeded
the Stark Gid.

Actually, of the 10 patients noted to have either
accunul ati ve or persistent adverse events, of those 10
patients, seven out of 10 achieved visual acuity or 20/40 or
better at one year.

So, overall, the safety and efficacy issues were
not a major problem However, there is a concern regarding
the incidence of haptic breaks and optic tears, haptic
breaks at 1.6 percent, optic tears at 1.0 percent.

| think this is higher than nost PMAs that are
currently being utilized. Unfortunately, | hear that the
FDA has not set a |level or standard that should be net.

In terns of the sponsor's statenent that over
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400, 000 Hydrovi ew | enses have been sold internationally and
the reported incidence of broken haptics is only .06
percent, | agree with Dr. Gimrett, that the nonitoring
systemis not clearly -- it is not clearly how effective a
nmonitoring systemmay be in place, and there may be a
significant under-reporting of the incidence of optic tears
and haptic breaks.

The Surefold system appears to be a significant
i nprovenent over the folding systemthat was utilized in the
study with 101 or 100 patients having been studied with a
zero incidence of breaks and tears.

However, when you are |ooking at a conplication
wi th an incidence of between 1.0 and 1.6 percent, | think
100 i s not an adequate nunber to prove that you have
significantly decreased that conplication rate.

| would actually like to see nore patients
studied, just for the effect of Surefold on the incidence of
hapti c breaks.

Al so, although the statenent was nade that the
i nci dence of breaks maybe just reflects a | earning curve,
data was not presented to support this claim that there
woul d be a trend toward smal |l er nunbers of conplications
w th greater experience of the surgeon.

| had no concerns regarding the posterior capsul ar
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pacification. The substudy that was perforned did show that
the incidence of posterior capsular pacification and

capsul otomy were not significantly different for H60M
conpared to either the P54Uv PWA | ens or the silicon SI30MB
| ens.

In sunmary, | think that this lens is approvable
Wi th appropriate -- well, if we were to receive sone
addi tional information regarding the safety of the Surefold
system and with sone | abeling changes to reflect our
concerns.

DR. MC CULLEY: Thank you. Are there questions
for the primary reviewers at this point, to clarify their
presentati ons?

DR. H G3d NBOTHAM Dr. Van Meter, you nentioned
t hat wound size shouldn't be an issue. Wuld you suggest at
| east a m ni mum wound size or would you just leave it up to
the practice of nedicine?

DR. VAN METER | would leave it up to the
i npl anting physician. The reason | don't think a m ninmm
wound size is appropriate is, a certain size -- Dr. Koch
suggested that they had used cadaver eyes to say that the
I ens could be inplanted through a 3.5 mllinmeter incision
measured afterwards.

| think the elasticity of |ive eyes is probably
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different, but you know, ny concern is that, no matter what
the m ni mrum wound size is, you could probably put the |ens

through a one millinmeter incision, although by the tine you
got it in, it would have stretched to four.

For this reason, | think that it is a practice of
medi cine issue. | think that inplanting surgeons know what
si ze wound they make, and | amquite certain that that
information is not necessary to the efficacy of this |ens.
| would | eave incision size out of the picture.

DR. MC CULLEY: Let nme ask for a point of
clarification fromthe FDA. In other |abeling on |lenses, is
it common or typical, atypical, never, first tine, whatever,
to state the wound size for a lens as part of the | abeling?

Is that standard? |In that case, we would need to do it.

DR. ROSENTHAL: Again, we prefer you to make your
deci si ons based upon --

DR. MC CULLEY: | amtrying to get a real world --
a sentinment has been stated -- let nme state it another way.

A sentinment has been stated that we not address the issue
of wound size in product |labeling. |Is that consistent with
FDA practice now, or does FDA need a statenent on wound
si ze?

DR. ROSENTHAL: Apparently we do have statenents

with mni mumwound size. It is not required.
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DR. MC CULLEY: Not required. |Is it preferred by
the FDA, or do you not care; you want to | eave that to us?

DR. ROSENTHAL: | think we would like to | eave
that to you.

DR SUGAR: |Is this an appropriate tinme to discuss
t hat issue?

DR. MC CULLEY: Sure, | think we can go ahead now
to panel discussion of the PMA

DR SUGAR: | think that, as in other discussions
of | abeling, we should have the | abeling present the data
t hat the sponsor obtai ned.

That data can be used by the physician as he or
she sees fit, but it is worth giving themthe information
that was used to inplant whatever |enses were used in the
study, as opposed to having no baseline to know where to
start.

DR. MC CULLEY: That certainly puts data out
there. | amnot sure, if we need to have sonething there
that is really going to be used in practice for guidance of
t he opht hal nol ogi st who will be inplanting, we m ght have
made a requirenment for doing that, but I amnot sure that we
woul d be providing the ophthal nol ogist wiwth the guidance, if
we feel we need it, that we would be attenpting to give to

t hem
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DR. VAN METER | think that Dr. Sugar is probably
going to give us an out. The problemw th specifying a
wound size is, the data in this study really doesn't give us
a wound si ze because of the w de variation.

There is a problemw th specifying a m ni nrum wound
size. If we say that 31 percent of patients had inplantation
of a lens through a wound 3.8 mllineters, that would
perhaps give the inplanting surgeon the information they
need. |Is that what you had in m nd?

DR. SUGAR: Yes, plus the range.

DR. MC CULLEY: Does that seem reasonabl e?

DR. HG3d NBOTHAM | think there should be
sonething, at least a mninmum for those of us who don't do
30 cataracts a day, to have a m ninmum or sone information

| Iike Dr. Sugar's suggestion.

DR. MC CULLEY: So, you liked Dr. Sugar's
suggestion. So, Dr. Sugar has dealt with this issue well for
us. Any nore discussion before we go to panel questions?

| would Iike to call the FDA back to present your
guestions to panel.

DR. VAN METER Dr. MCulley, is it possible to
ask one question of the sponsor at this point?

DR. MC CULLEY: Sure, we can do that. | would |ike

to recall sponsor to the table.
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DR. VAN METER. M inpression fromthe data is
that nost of the |lens | oop breaks and tears occurred with
folding or inplantation.

Are you aware of any case in which the | ens was
damaged or torn after it was inplanted in the eye?

DR. KOCH. One of the eight haptic breakages
occurred with one surgeon -- he stated it occurred with the
mani pul ation of the lens in the eye after unfolding. That
is the only tine that we are aware of, intraoperatively.

DR. VAN METER: We have one anecdotal case, after
the | ens was put in.

DR. KOCH: Exactly.

DR. SUGAR: | shoul d have asked this earlier, but
your lower limt is 15 diopters. Was that a marketing
practical decision, or was that an engi neering deci sion,
that if you get thinner at the edge than that, you can't
fuse the haptic to the optic.

The sequel to that question is, do the | ower power
| enses have nore risk of breakage?

DR. KOCH. No, the decision to stop at 15 diopters
had nothing to do with the haptic bonding to the optic.

That was not an issue at all.
DR. MC CULLEY: Do you have any association with

wound size and incidence of haptic or optic breakage or
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t ear age?

DR. KOCH: No, we really don't. So many of these
occurred with sone formof manipulation, not directly at the
time of inplantation.

DR. MC CULLEY: You are tal king about the ones
that were associated with inplantation?

DR. KOCH: Correct.

DR. MC CULLEY: You have no data or your data does
not support an association with wound size?

DR. KOCH:. W haven't | ooked at that.

DR. ROSENTHAL: | just want to point out, it may
be anecdotal but it is a case, out of the 300-sone, in which
this lens broke while it was being nmani pulated in the
anterior chanber.

DR. MC CULLEY: It was a msused word, Dr. Van
Met er .

DR. ROSENTHAL: So, if you are inplanting 460, 000
of them | nean, the corollary is that a certain percentage
of them may break when you are mani pulating themin the
anterior chanber.

DR. MC CULLEY: But there was one in this study.

DR. ROSENTHAL: One in this study.

DR. MC CULLEY: | would |like to note for the sake

of panel and audi ence that sponsor was recalled to the table
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at the request of a panel nenber and the chair granted that
request .

DR FERRIS: | just had a question to follow al ong
t he di scussion of putting the range of incisions that were
used.

That range was quite broad and went down to two or
sonmething. |Is there sone size bel ow which the sponsor
really feels you shouldn't try to insert this lens, or is it
okay to just put this -- does the sponsor feel that putting
that whole range is appropriate? As a retina person,
don't have a cl ue.

DR. KOCH: | think Dr. McCulley's answer is the
right one. Every surgeon kind of knows his or her right
i nci sion size, although nost surgeons don't neasure it. So,
we don't really know, and the sponsor doesn't really know
what the right size is.

Wt hout post-inplantation reporting, it is
difficult to know what, as Dr. Van Meter pointed out, what
we ended up with

DR. ROSENTHAL: The issue is one of |abeling and
what the sponsor w shes to say, and whether or not the panel
feels that it is appropriate to say it. |If not, is it
appropriate to do it another way, and that is what we are

aski ng your recommendation on.
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DR. MC CULLEY: Dr. Sugar has the specific here
that is requested here, | believe.

DR. ROSENTHAL: Dr. Sugar has al ready made the
comment. | just want to clarify it.

DR. MC CULLEY: What is in -- that is what is in
t he proposed | abel i ng?

DR. SUGAR. In the submtted labeling it says, an
incision size of 3.4 to 3.8 miIlimeters is required for this
t echni que, depending on the | ens power.

| don't know that you really have data other than
to say that size was used. It was actually larger than that
and your nean, | think, was 3.9.

DR. KOCH: Right, although we did have at | east
123 I enses that were inplanted in incisions that were stated
to be 3.8 or less, which is why we are thinking that it can
be i nplanted, depending on the surgeon's techni que.

DR. SUGAR. | ma just suggesting that it doesn't
have to say required. You just say what your experience
was.

DR. MC CULLEY: This was sufficient on this issue.

Any ot her questions while sponsor is at table? W wll
excuse you again.

DR. PULIDO  For the record, | would Iike to state

that retina surgeons are not cluel ess.
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DR. GRI MMETT: Just a general comment before
Sherry Berman nakes her presentation. |In followup to
Dr. Macsai's comment about the distilled water, about seven
or eight years ago | did an investigation with
Dr. Adel hauser, and it was published in the AJOin 1992 or
1993, regardi ng hypoosnmotic insults to the corneal
endot hel ium both functionally and anatomi cally, by el ectron
m cr oscopy.

We found, in ain vitro profusion system that the
endotheliumis extraordinarily sensitive to hypoosnotic
insults, as well as lack of electrolytes.

Just for the record, on page 169 of the |abeling
in itemseven, it does says, thoroughly rinse the lens with
BSS sol ution, which | endorse heartily, based on the data I
publ i shed.

DR. MC CULLEY: Thank you. | think we really had
already dealt with that issue, with sponsor's response. |
would like to ask the FDA to cone forward and present your
guestions for panel.

DR. BERVAN. Question nunber one. Do the data for
hapti c breakage and optic tears denonstrate a reasonable
| evel of safety. Are there any additional safety concerns,
and does the panel feel that precautionary wording in the

| abeling is sufficient?
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DR. MC CULLEY: Dr. Matoba, would you like to
start the answer for us?

DR. MATOBA: | do have concerns about the
i nci dence of reported haptic breakage and optic tears, and
the incidence of intraoperative device explant, which is
partially related to the haptic breakage or optic tears.

| would Iike to see an additional 100 or so
patients with the Surefold system denonstrating nore
clearly a decrease in the incidence of breakage.

DR. MC CULLEY: Wyuld you like to clarify or bring
FDA reality into that?

DR. ROSENTHAL: | nean, could that be done bench
testing? | amnot sure what --

DR. MC CULLEY: G ven the options available to us,
to require anything like that is tremendously difficult
within the system

DR. ROSENTHAL: We have data on half a mllion
Can you clarify what you want?

DR. MC CULLEY: What we want is assurance of --
the concern is the haptic breakage and the optic tearage.
think we need to possibly, if you could clarify for us in
terms of, we want sonething in the |labeling to warn about
t hat .

DR. ROSENTHAL: That is no problem
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DR. MC CULLEY: | understand that. There is a
little bit of a sentinment, unless we are going to accept the
i nternational experience, which is an option, although it
wasn't presented -- it was presented anecdotally, | guess --
are we going to want sone kind of reporting post-market.

| know that post-market surveillances per se are
somewhat problematic. |Is there sonething in that area that
i's reasonably done that we could request to give sone
assurance and confort |level to the panel.

DR. ROSENTHAL: | think you could put in your
condi ti ons of approval that the conpany shoul d provi de you
with information in their annual, or after six nonths of
experi ences, on how many | enses were exchanged for what
reasons.

| would imagine, in the United States, if you
broke it you would send it back.

DR. MC CULLEY: Yes, these | enses, again, the
econom c issue here, if a lens has a problem we send it
back so we get replaced and don't buy it. OQherw se, we buy
it and eat the cost.

DR. ROSENTHAL: And the conpany, | presune, keeps
a record of all the lenses that are sent back to them
don't think that is an unreasonabl e demand.

| f you are concerned about the Surefold system
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that it actually works, you could do that as bench testing,
you could do hundreds of |enses, to be sure that, when you
folded it and sonmebody took it wwth a forceps, that it
didn't break

DR. MC CULLEY: W could deal with that in the
same manner. W could ask the conmpany to report the
experience after six nonths, 12 nonths, of the incidence of
returned | enses, and provide data on why the lens is
returned and the nmethod that is used in fol ding and
i nserting.

DR. ROSENTHAL: | amsure that is not an onerous
task for the conpany, although |I can't speak for the
conpany. | think it is a reasonable request.

DR. MC CULLEY: The answer, then, to this question
woul d be yes, with Dr. Van Meter having gotten down what we
have requested. Then, are there other additions and
nodi fi cations?

DR. FERRIS: | want to nake sure what we are
asking. AmI| wong? Have there been hundreds of thousands
of these lenses folded with this Surefold thing? The
conpany has probably already provided us with this
information, that a tenth of a percent of these are com ng
back to them

| am sure that is an underestimte of the total
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nunber that are broken. It can't be an over-estimate. It
can only be an under-estimate. They know what their
denom nator is, and their nunerator may be | ow, but we

al ready have a range, and that is that it is sone place
bet ween one percent and a tenth of a percent.

The question is, for |abeling purposes, and from
an individual physician's point of view, we use statistics
all the tinme, but when it is down that |low, the difference
bet ween one tenth of a percent and one percent, or 001, from
an individual's point of view, the chances of an individual
| ens breaking is very low. That is what the labeling is
supposed to say.

| don't think that knowi ng that nunber with our
preci sion would help you very much. That is nmy statistical
view of this, that whether it is one percent, a tenth of a
percent or a hundredth of a percent.

DR. MC CULLEY: | think we want a gestalt sense,
not a statistical sense.

DR FERRIS: Don't we have a gestalt sense?

DR. MC CULLEY: Wll, we do, to a degree. |If
panel wants additional, | think we can add to the confort
| evel by requesting what was suggest ed.

DR. PULIDO Going with Dr. Rosenthal's idea about

bench testing, we have the tensile strength of the optic,



78

and we know what the tensile strength of the PMMA is. Can
one take the conbined conposite and bend it at that point to
see what the tensile strength is of the conbi ned conposite
at that -- not at the juncture, but rather, at the point of
breakage, and conpare it with 1O.s that have al ready been
approved?

DR. MC CULLEY: M inpression is that that would
not be an appropriate request. |Is that correct, FDA? D d
you understand the question?

DR. BOULWARE: The conpany did a folder validation
on the Surefold that includes putting the | enses through the
fol ders and doing an extensive battery of tests after the
| ens has been folded and held in the folder for a certain
anount of tinme, and then a range of both optical and
mechani cal tests dinmensions are all neasured as part of the
fol ding validation.

So, all of that bench testing has already been
done and submtted in the PVA

DR. MC CULLEY: And you assess that for acceptance
or adequacy. That is sonething you do, that doesn't cone to
panel ; correct?

DR. BOULWARE: That is correct.

DR. PULIDO Then | feel very confortable with the

results.
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DR. MC CULLEY: The results, not requesting
additional -- okay. Just a straw, results stand with the
i nternational assurance in reporting, wthout the request
for additional post-marketing reporting? Al in favor of
not requesting additional post-marketing reporting, straw
vot e?

[ Hands rai sed. ]

DR. MC CULLEY: Al wanting additional reporting?

[ One hand rai sed. ]

DR. MC CULLEY: That's good; stick by your guns,
but your idea is defeated.

DR. BOULWARE: Could | just add one nore thing?
This m ght ease sonme of Dr. Matoba's concerns. The conpany
is required, in their annual reports, to report on any
reports of problens, including the haptic breakage, and
especially to report on themif the rate were to exceed what
is currently in the | abeling. W would see that data on an
annual basis.

DR. MC CULLEY: Right, that gives us an added
degree of confort. | don't think we want to see a 1.6 and a
1.0, ideally. Does this answer your first question? It is
answered yes. Second question?

DR. BERMAN: The second question regards the claim

about, the folded I ens can be inserted through an incision
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of 3.4 to 3.8 mllineters. Does the panel feel that this
| abeling claimis supported by the PMA? Should the claimbe
nmodi fi ed?

DR. MC CULLEY: Dr. Sugar, would you like to
suggest what the |abeling should actually be?

DR. SUGAR. The present | abeling doesn't say, can
be. It says required. | don't think they should put a
requi renent in there.

| think they should state the range of incision
sizes in their study, and the nean.

DR. MC CULLEY: |Is that agreed?

DR. VAN METER  And that the incision size was not
measured follow ng inplantation.

DR. MC CULLEY: They stated it was not, that
initial or entry size. Al right, next question?

DR. ROSENTHAL: Can | just clarify? |If they put
in arange and 1.9 were put in under the range, then it can,
theoretically, be inserted under the range.

DR. MC CULLEY: Yes.

DR. ROSENTHAL: | want to try to protect the
conpany fromgetting into trouble in the future. \Whether
they appreciate this or not, | don't know.

As you know, they will want to make clainms to nmake

this lens as attractive as possible. If they say it can be
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put in an incision 3.0 mllinmeters, well, you know, it can
be put in an incision, but it is probably not advised to be
put in the incision.

DR. SUGAR. They could put, 1.9 percent were put
inincisions less than 3.4, 29.5 percent were placed in
i nci sions between 3.4 and 3.9 mllineters.

DR. VAN METER: Dr. Rosenthal, we are tal king
about two different ranges. The conpany's range is 3.4 to
3.8 with the |ower end of 3.4. The range of the incisions
put in, in the study, went all the way down to 2.9, and 1.9
percent were put in between 3.4 and 2.9.

The range that we woul d say, sonme were put in as
low as 2.9, others were put in all the way up to 6.0. It
seens to be pretty clean, if we just use the data that they
presented to us.

DR. SUGAR: Just put the percentages that were in
the different ranges.

DR. MC CULLEY: The risk here is that in our macho
world, in this situation, snmaller is better.

DR. PULI DO Macha worl d.

DR. ROSENTHAL: I n our diverse macho worl d.

DR. MC CULLEY: So, the recommendation is, as
Dr. Sugar stated us, as you are going to have to state back

tous in amnute, is there further clarification on that
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recommendation? Dr. WAng?

DR WANG | would like to suggest, just give the
range that they have used and give the nmean, w thout going
t hrough percent ages.

So, this Iens can be inserted through an entry
wound size of 2.9 to X wth a nmean of what, 3.09.

DR. MC CULLEY: | think that is really risk.

t hink that does cause problens. Again, the smaller the
wound, the less likely to have to put stitches, the |ess
likely to affect astigmati smand so on and so forth. The
tendency is to go snmall

My judgenent is that if you start pushing toward
the small size with this lens, it is when it is going to
have nore haptic and optic probl ens.

That, whether the conpany appreciates this or not,
is going to work against the conpany. |If you have a lens in
that is torn or a haptic is broken, that surgeon is going to
say, gee, do | want to stick this sucker in, because | had
to increase ny wound significantly. | think it works
agai nst them

| don't think we want to have it where this |ens
is marketed to be pushed for the super-small wounds. |
think that will work against everyone and, in actual fact,

wor k agai nst the conpany.
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DR. WANG  How about, we nodify that. The nean is
3.9. They say, 95 percent of lenses in the clinical trial
have been put through 3.3 through 4.2. G ve what the
majority of the surgeons have done with this |ens.

DR. MC CULLEY: Was the majority between 3.3 and
4.27

DR WANG The nean is 3.9. | would imagine it is
a standard devi ation on both sides.

DR FERRIS: That was ny coment. First, ny

stupid retina question, | think, addressed what you were
getting at.

That is, | think the range is a very poor
description of the distribution. 1In fact, it is one of the

wor st distributions, because outliers becone set in stone.

A nmean, plus or mnus two standard devi ati ons,
woul d be a much better description of the distribution than
the range, | think

DR. MC CULLEY: That nmakes good sense, | think.
Are you going to be able to state that back clearly or do
you need soneone to tell you?

DR. VAN METER: We nentioned the nean wound si ze,
plus or mnus two standard deviations for the |abeling.

DR. MC CULLEY: Ckay, next question?

DR. BERVAN. Does the panel recommend anythi ng be
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added to the labeling that is not currently present?

DR. MC CULLEY: Any additions?

DR. WVANG | would like to nmake sure that -- there
is a claimof UV absorbing and 10 percent does |eak through.
The cut off is 90 percent being clarified in the |abeling.

It is not 100 or 99 percent.

WV absorbing in the area of, say, sun glasses, is
often 99 percent absorbing. This is only 90 percent.

DR. YARGCSS: | would just point out, as | think
FDA | ooks like they are about to also, that is class
| abeling. That is handled uniformy across the | OL product
line, that the 10 percent cut off is what is specified,

Dr. Wang.

DR. H Gd NBOTHAM This is, | guess, probably a
class labeling as well. As | look at their |abeling
consi derations, they are suggesting that glaucoma patients,
actually, nedically uncontrolled glaucoma patients be
excl uded.

They had at |east four patients in the study that
had previous glaucoma surgery. They are also stating that
you can't do a trebeculectony with this insertion.

So, | imagine that this |anguage that is included
here is probably related to the class, but I would like to

maybe of fer the suggestion that perhaps we mght consider in
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the future, in ternms of revising class descriptions, that
this | anguage m ght be nodified, given the nunbers of

conmbi ned procedures that are being performed in this

country.

| think it unnecessarily excludes a whol e cl ass of
patients.

DR. ROSENTHAL: That is an excell ent suggestion,
Dr. H gginbotham | amnot intimately know edgeabl e about
this. It is not standard | abeling, apparently.

DR. MC CULLEY: | do have a question, and those of
you who reviewed it nore thoroughly, was there any issue
about drug depoting or depositions in this |lens? There nust
have been.

DR. MACSAI: | asked the sponsors and they said
not to their knowl edge. | don't know if any studies were
done pre-insertion.

DR. H G3d NBOTHAM G ven Dr. Rosenthal's coment,
can | offer the suggestion to the group, to consider
del eting chronically nedically uncontrolled patients with
gl aucoma, as a contraindication for this |lens, and perhaps
del ete al so the addition of glaucoma surgery when inserting
this lens, because it is a standard of practice.

DR. ROSENTHAL: Apparently that was the sponsor's

decision. Normally, we don't ask themto renove --
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DR. MC CULLEY: | would wonder about the risk of
drug bei ng deposited or taken up and held in the lens. |

woul d think that that is probably wiser, with this hydroge

| ens.

DR. ROSENTHAL: W have no data on depoting of any
drugs. It is not required as part of the PMA

DR. HG3d NBOTHAM This is a high water content
| ens.

DR. BERMAN: The water content of this lens is 18
per cent .

DR. H G3d NBOTHAM  So, conpared to other |enses,
is it nore or |ess?

DR. BERMAN:  No.

DR. H G3d NBOTHAM So, water is not going to
behave as a depot. | would say it is less likely.

DR. MC CULLEY: | would go back to soft contact
| enses and the hydrogels and soft | enses, and drugs can
certainly depot in contact |enses, and sone adrenochrone
pi gnent, for instance, in contact |enses that are, many of
them simlar materials.

Sinply, with the contact |enses, you take them
out, throw them away and put another one in, or change to
sonething else. It would be tough to do that with this

| ens.



87

DR HGI NBOTHAM It is a different |ocation

DR. MC CULLEY: The concentrations are going to be
different. You have got a different environnment; | just
don't know.

DR. H G3 NBOTHAM W have a different environnent
and we haven't seen it with other | enses necessarily.

DR. MC CULLEY: The other |l enses don't have this
kind of polynmer. That is why it was brought to us, is that
it is anew, very different kind of polyner.

| would favor that being left in the |abeling with
t he unknown, and with the experience of soft |enses on the
surface. Ganted, very different, but it is a concern.

DR. H Gd NBOTHAM There were gl aucona patients in
t he cohort.

DR. MC CULLEY: They didn't follow themfor |ong
periods of time. | don't know what their drugs were. There
is probably not enough to answer that issue. That is a
concern, and | amsure it is for the conpany.

So, we have gotten our recommendations there.

Next questi on.

DR. BERVAN. Does the PMA data provide reasonabl e
assurance of safety and efficacy to support approval of the
Hydr ovi ew Fol dabl e Posterior Chanber |QL.

DR. MC CULLEY: Dr. Van Meter, would you like to
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answer that?

DR VAN METER:  Yes.

DR. MC CULLEY: Agreenent. At this point, does
that answer all the FDA s questions?

DR. BERMAN:  Yes.

DR. MC CULLEY: Does the panel have any additional
input? | would like to reopen the floor for a potential 30-
m nut e open public hearing, where individuals may cone to
the podiumto state their views.

Each individual will be [imted to five m nutes
presentation, and the period will last no | onger than 30
mnutes. |s there anyone who wi shes to cone forward to
speak? Seeing none, the open public hearing session is
cl osed.

| would like to invite the FDA now to nmake its
cl osing coments, if you have any.

| would now like to invite the sponsor to cone
forward to make your closing comments within a five-mnute
peri od.

DR. KOCH: Thank you, Dr. MCulley. W have
really very little to add to the discussion. | appreciate
t he di scussion very nuch.

Wth regard to hydrogel s and absorption, the

sponsor did not evaluate that. However, there are,



89

internationally again, 500,000 |ens inplanted or so that
have not had any reports. There are obviously |ots of
gl aucoma pati ents.

There are other hydrogel materials, actually, even
38 percent water content hydrogels, with years and years and
years of experience in the eye that have not had any
reports.

So, we don't think deposition or absorption is a
problem as Dr. Higgi nbot ham suggested, but certainly don't
have data to support it.

O herwi se, we appreciate the discussion and thank
you for your tine.

DR. MC CULLEY: Thank you. We will now ask
Ms. Thornton to read the voting options open to the panel.

M5. THORNTON: The nedi cal device anendnments to
t he Federal Food, Drug and Cosnetic Act as anended by the
Saf e Medi cal Devices Act of 1990, allows the Food and Drug
Adm nistration to obtain a recomendati on from an outsi de
expert advisory panel on designated nedi cal device prenarket
approval applications, or PMAs, that are filed with the
agency.

The PMA nust stand on its own nerits, and the
panel's recommendati on nust be supported by safety and

ef fectiveness data in the application, or by applicable
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publicly avail able information.

Safety is defined in the act as reasonable
assurance based on valid scientific evidence that the
probabl e benefits to health under the conditions of intended
use outwei gh any probable risks.

Ef fectiveness is defined as reasonabl e assurance
that, in a significant portion of the population, the use of
the device, for its intended uses and conditions of use,
when | abeled, wll provide clinically significant results.

The panel's recommendati on options for the vote
are as foll ows:

Approval , there are no conditions attached.

Two, approvable with conditions. The panel may
recomend that the PMA be found approvabl e subject to
specified conditions, such as physician or patient
education, |abeling changes, or further analysis of existing
dat a.

Prior to voting, all the conditions are discussed
by the panel and listed by the panel chair.

Not approvabl e. The panel may recomrend that the
PMA is not approvable if the data do not provide reasonable
assurance that the device is safe or, if a reasonable
assurance has not been given, that the device is effective

under the conditions of use prescribed, recomended or
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suggested in the proposed | abeling. Thank you.

DR. MC CULLEY: Dr. Van Meter, would you like to
make a notion?

DR. VAN METER | would recomend that this PVMA be
approvable. W have one condition, and that is that the
mai n wound size be noted in the |abeling as being 3.9
mllimeters plus or mnus two standard devi ati ons.

DR. MC CULLEY: |Is there a second?

DR. SUGAR:  Second.

DR. MC CULLEY: Discussion of the notion?

|l wll call for the vote. Al in favor of the
notion as stated, please raise your hands high.

[All hands raised in favor.]

DR. MC CULLEY: A unani nous yes vote. W now wil|l
ask each panel nenber why you voted as you voted. W wll
start with Dr. Wang.

DR WANG | voted for approval with the
condi tions stat ed.

DR. MC CULLEY: Now state why you did.

DR. WANG | feel this lens, based on the clinica
trial, has denonstrated sufficient safety and efficacy.

DR. MANNIS: | voted approval on the basis of a
good denonstration of safety and efficacy.

DR. MATOBA: | voted for approval. | feel that
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this PVA did denonstrate adequate safety and efficacy. |
do, however, still have sonme concerns about the haptics.
DR. GRIMMETT: | voted approval because the PNVA
cohort denonstrates reasonable safety and efficacy.
DR. MC CULLEY: Point of clarification, the panel

vot ed approvable with condition.

DR. BULLIMORE: | voted approvable with
conditions. | believe it is safe and effective.

DR SUGAR: | agree.

DR. PULIDO | voted approvable with conditions.

My reserve was the concern about haptic breakage, but
apparently that has been taken care of in bench studies, so
| have no further problemwth it.

DR. H G3 NBOTHAM | voted approvable with
condi tions, because the data presented did, very nicely,
reinforce or reaffirmthe fact that this lens is safe and
effective.

| woul d suggest reconsideration of the deletion of
gl aucoma patients and gl aucoma surgery fromthe |abeling,
since the practice of nedicine these days does suggest that
there are a nunber of conbi ned procedures bei ng perforned.

DR. JURKUS: | voted approvable with conditions
because the data seened to show that it was safe and

ef fecti ve.
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DR. MACSAI: | voted for approvable with
condi ti ons because the data provided by the sponsor on this
| L provides reasonabl e assurance of safety and efficacy.

DR. VAN METER: Approvable with conditions because
| believe the sponsor denonstrated adequate safety and
efficacy.

| think it is helpful, when we have over 400, 000
| enses worl dwi de i nplanted, that we can draw from t hat
experience. The sponsor did a nice job in the presentation.

DR FERRIS: | voted approvable wth conditions
for the reasons outlined by others, denonstrating safety and
efficacy.

| would i ke to note for the record that, despite
sonme of the discussions about the difficulty of doing follow
up, was able to lose only three or four percent in one year.

DR. MC CULLEY: | would Iike to thank the sponsor,
FDA and the panel for a job well done. That concludes our
di scussion and notion, recommendation on this PVA. It was
990014.

We are ahead of the witten schedule. W are
going to take advantage of that. Summt is the next
sponsor. Summt will be prepared to begin early, | amtold.

Let's take a 30-m nute break for confort, and for

Summit to begin their presentation at 11:00.
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[Brief recess.]

DR. MC CULLEY: Before we start, the tentative
pl an, maki ng best guesses at howtime will go, is we wll
have sponsor present, and we will ask sponsor questions, and
then break for lunch. | reserve the right to alter that,
but that is the tentative plan at the nonent, making
tentati ve guesses at what will take how I ong.

| would like to reopen the neeting with the
di scussi on of PMA P930034/ S13.

AGENDA ITEM: PMA #P930034/S13.

DR. MC CULLEY: | would like to invite sponsor to
conme forward to make a 60-m nute presentation of their PNA

DR. ANKERUD: Eric Ankerud, Summt Technol ogy.
Good norning, distinguished nenbers of the Qphthal mc
Devi ces Advi sory Panel, FDA col | eagues.

Ladi es and gentlenen, | amEric Ankerud, vice
president of quality, regulatory and clinical affairs for
Summ t Technol ogy, a manufacturer and marketer of exiner
| asers for ophthal mc surgery.

Summt is pleased to present to you today the
clinical findings for myopia and myopic astigmati smfromthe
CRS LASI K study using the SVS Apex Plus Exiner Laser Wrk
Station.

We are proud of the collaborative work with CRS
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Clinical Research, that was instrunental to the assenbly of
this PMA application.

Summit's presentation of the clinical findings
supporting supplenment 13 to PMA 930034 will proceed as
fol |l ows.

Dr. Charl es Casebeer, chairman and founder of CRS
Clinical Research and senior nedical nonitor for the CRS
LASI K studies, wll introduce the CRS LASIK study and review
the study's evol ution.

Next, Dr. Quy Kezirian, study coordinator for the
CRS LASIK study, wll present the study design and clinical
results.

Next, Dr. Dan Durrie, director of refractive
surgery at the Huntler Eye Center, nedical nonitor and
princi pal investigator for the CRS LASIK study, w Il discuss
results and provi de concl usi ons.

Summt believes that the data to be presented
today consists of valid scientific evidence supporting our
requested indication for use, and that use is specifically
noted on this slide: a myopic range of 0.0 to -14.0
di opters, sphere with astigmatismin the range up to -0.5
di opters.

At this time, | ampleased to introduce our next

presenter, Dr. Charles Casebeer.
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DR. CASEBEER Ladi es and gentl enen, M. Chairnman,
| presented to you yesterday essentially what | have to say
today. It is literally the sane information.

| am happy to do that, if you like, or in the
interests of time, | can summarize just a little bit about
the Summt study. Your choice, sir.

DR. ROSENTHAL: That is your deci sion,

Dr. Casebeer.

DR. CASEBEER My decision. | tell you what we
do, then. | don't want to take your tinme unduly. Let ne
just refresh your nenory, that we are a private research
conpany that has been trying to help LASIK in cooperation
with the FDA, to becone legitimzed and to validate the use
of the current technol ogy.

Al t hough we did not expect to have an opportunity
to be involved in a PVMA, we are very grateful to Summt for
allowing us to provide themthe information in their quest
for one.

The goals are clearly to work with safety issues,
di scourage unproven application of technology, and to try to
validate LASIK to the interests of all of the physicians and
all of the public, specifically by using a sinple study that
is easily done in the office, and by allow ng the

investigators to be typical of the mainstream of American
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opht hal nol ogy.

Today, we are helping Summt provide you the data
for what we call approved range in substudy A. As | think
you all know, we are in the process of pursuing other
research endeavors for hopefully future benefit. W think
it is adequate and we thank you very, very nuch for your
attention.

DR KEZIRI AN: Q@uy Kezirian, the study coordi nator
for the CRS LASIK studies. In the sane effort to avoid
redundancy unnecessarily, | will sumrarize sone of the
begi nni ng remarks.

This study had, as its inclusion criteria,
patients undergoing LASIK in the correction of
spher oequi valent up to -14 and up to 5 diopters of
astigmati sm which was bilateral naturally existing nyopia
in an eye with stable refraction for the past 12 nonths,
obj ectively docunented either with an eyegl ass prescription,
previ ous chart exam nation or other objective neans.

Patients were to be out of contact |enses for
three days or three weeks, depending on the type, 18 years
or older, and able to conplete the six-nonth foll ow up
exam nati on

Exclusion criteria were to exclude eyes which had

had previous di sease or surgery and, for the operative
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paraneters, the Summt Apex Plus |aser was used for all the
eyes presented today, an inportant distinction.

The obl ation zone with this laser is 6.5
mllinmeters in spherocylinders, that ablation zone, the
effective zone of that will change to 5 X 6.5 mllineters at
its narrowest proportion

Fl uence of 180 mllijules per centineter squared
at 10 hertz, wth depth restriction to | eave at |east 250
m crons residual corneal tissue in the posterior cornea.

Fel l ow eye treatnents were permtted on the sane
day, if the first eye proceeded snoothly w thout
conplications, and reoperations were not allowed until after
t hree nont hs.

The safety and efficacy paraneters presented today
are all based on single procedure outcones.

Nonmogram adj ust nent was permtted. You will see a
little later in the presentation, they are not large with
the Apex Plus laser, but still there and still necessary,
and they were devel oped in conjunction with CRS by adjusting
the overall curve of the laser correction to the
i ndi vidual's personal calibration factor, as has been
described for you in the application docunent.

This protocol was frozen on January 1, 1998 for

purposes of this application, and that was to allow foll ow
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up through six nonths on the eyes in the data base.

The follow up exam nati on was one day, three
nmont hs and six nonths with an optional one-nonth exam
Overall, there were 24 surgeons and 20 centers and 1, 685
eyes in the overall |DE cohort.

The cohort was divided into two parts, a PVA
cohort and a remai nder cohort, as you see here, with 1,013
eyes in the PMA cohort that was used for primary eval uation
for safety and effectiveness eval uation, and a renai nder
cohort which consisted of 11 investigator and 672 eyes which
were al so submtted which had reports in the docunent on
table 6-8, containing the last visit analysis for the eyes
in that cohort that m ssed visits.

There were no statistical differences determ ned
through nultiple analyses in conjunction with FDA, between
the two cohorts.

As we di scussed yesterday, we felt it was
inportant to reach a 90 percent accountability target at
three nonths, and that was the reason why we did the cohort
di stribution.

Agai n, we subjected this to a rigorous anal ysis
for any differences between the cohorts and were not able to
find any differences.

You will see that the PMA cohort has, at three
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nmont hs, an accountability rate of 89.6 percent, and at six
nmont hs, 84 percent.

The denographic distribution is reported here.

Sex distribution, there was a slight preponderance of femal e
to mle. Right and left eyes were fairly evenly distributed
t hroughout the study.

The age distribution had a nean age of 38 years,
plus or mnus 9.4 years, rather simlar to what has been
reported el sewhere in the literature for simlar studies,
with a range of 18 to 64 years.

The nmean attenpted correction for spheres were -
6.1 diopters, sphere only corrections, wth a range of -1.00
to -14.70.

For spherocylinders it was a slightly |ower nean
sphere with a range of .25 to 4.5 diopters of cylinder,
average cylinder -1.83 diopters.

The distribution of the sphere conponent of the
refraction is shown here, with 70 eyes at 12 diopters or
above in this |arge study.

For spherocylinders, the cylinder conponent is
distributed here, with 42 eyes above three diopters, seven
eyes four to five, and the magjority of the eyes between zero
and -- well, up to three diopters.

Preoperative best corrected acuity was 20/20 in 90
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percent of the eyes that were under seven diopters. The
remai ni ng 10 percent were up to 20/40.

In the over seven diopter group, 69 percent were
20/ 20, 30 percent were 20/25 to 20/40, and one percent of
the eyes were entered as protocol deviations with best
corrected acuity of up to 20/60.

Safety end points are taken fromthe gui dance,
al t hough our protocols evolved as the gui dance docunment was
generated and circul at ed.

Qur initial protocol was not exactly -- did not
exactly include these end points, but we incorporated them
i n subsequent protocols as we progressed.

At request to maintain standardi zation, we present
these results against the FDA' s published gui dance.

Loss of two lines or nore best corrected acuity,
we net the target of five percent across the board, with the
hi ghest | oss occurring in the greater than seven diopter
group, but maintaining it for the overall cohort and each
Subset .

Best corrected acuity worse than 20/ 40 was net
across the board at under one percent, with a range of .2 to
.4 percent at three and six nonths for the overall cohort.

Haze was not encountered in this study of LASIK

| nduction of greater than two diopters of cylinder in those
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eyes undergoi ng spherical corrections only occurred at these
rates well below the five percent published rate in the
gui dance docunent.

The adverse event rates for the various adverse
events are reported here, also occurring within the one
percent rate for individual adverse events, as is listed in
t he gui dance across the board.

Operative conplications occurred at these rates,
al t hough surgery aborted only occurred in .3 percent of eyes
overall, .2 percent were aborted due to an inadequate fl ap
and .1 percent were aborted due to |ost suction. On other
eyes that experienced these other conplications, surgery was
able to be conpleted, despite the existence of these
observati ons.

Complications at three and six nonths are reported
here, with a slightly higher incidence noted of any staining
at three nonths, then at six nonths, and renenbering that
this is any staining, and it would include anything froma
dry eye to SBK to nore serious problens.

Currul ati ve conplications, because the previous
slide represents observations that occurred, and one eye may
have reported three of these conplications, the next slide
reports the cunul ative conplications to give you an idea of

how many eyes were involved in that |ist.
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A total of 27 eyes were involved in that list, and
the rates are 2.5 and 2.9 percent, fairly evenly
distributed, regardless of refractive correction.

| OP changes at six nonths were a nean change of
-2.1, a drop of two points, a standard deviation of three
points, and you can see that the distributionis fairly
nor mal

No direct correlation was found, despite an
attenpt to do so, to be able to predict what woul d happen
wth IOP as a result of LASIK correction, or |OP nmeasurenent
due to LASIK correction, despite an attenpt to correl ate
with all of these different factors.

Ef fectiveness results are conpared agai nst these
targets contained in the guidance. Stability outcones for
the overall cohort was fairly flat for the overall group,
virtually the same curve for the seven diopters or |ess and
for the seven diopters or nore.

Stability, we observed to occur in nost eyes
beyond one nonth fromthe nmean spheroequi val ent observati on.

Using the other definition of stability, how many
eyes experienced | ess than one diopter of change, two
observati ons.

Bet ween two observati ons and spheroequi val ent, we

find that the | ess than seven diopter group neets the target
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at the one to three nonth observati on.

Between the three and six nonth observation, the
nunber was 94 percent, with a confidence interval which
overlaps the target of 95 percent. |In the greater than
seven diopter group we have less and greater stability
occurring, but still reporting at 82 and 87 percent.

Uncorrected visual acuity of 20/40 or better, with
a target of 85 percent, was encountered in 89 and 92 percent
of all eyes at three and six nonths respectively. The |ess
t han seven diopter group easily net the target at both
observation intervals. The greater than seven diopter group
met the target at the six-nmonth interval

At the 20/20 |evel, for which there is no
publ i shed FDA target, we encountered a better than 50
percent rate of 20/20 or better in eyes at |ess than seven
di opters at both three and six nonths, and greater than
seven diopters experienced 20/20 vision at a rate of 29
percent and 33 percent at three and six nonths. Overall, the
rates were 43 and 47 percent.

Agai n, the one-day visual acuity probably accounts
for much of the popularity and success of LASIK, the rapid
rehabilitation to functional vision and return to normnal
activities.

We found that 20/20 or better vision was attained
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in 36 percent of patients on the first post-operative day in
the seven diopters or | ess group, and 87 percent of that
group attained 20/40 vision or better on the first post-
operative day.

The rates for the greater than seven diopter group
were 15 percent at 20/20, but a remarkable 70 percent at one
day for 20/40 or better in the greater than seven diopter
group.

Mean refractive serial equivalent, at plus or
mnus .5 diopters was attained in 57 and 61 percent of eyes
at three to six nonths, wth the higher rate in the |ess
t han seven group, and the greater than seven group attaining
the target of 50 percent by six nonths.

The one diopter target, which is 75 percent, was
met across the board by six nonths. The only group falling
short was the greater than seven diopter group, at the
t hree- nont h observati on.

Cylinder correction effectiveness has been
requested to be presented in the ratio of the surgically
i nduced refractive change divided by the intended refractive
change; in other words, how nmuch was desired versus how nuch
was achi eved, using a vector analysis calculation.

These results are reported here. The ideal result

woul d be to have all the dots going on exactly 100 percent.
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You can see that they all fall rather close to 100 percent,
and the tendency, if anything, was to undercorrect, which
woul d be desirable, again, rather than to switch cylinder
axi s.

The standard devi ati on of the observations was
rather tight, and what we found was that they were very
tight as we went above three diopters especially.

Sonme of this is mathematical, because the intended
refractive change, as it increases, is in the denom nator,
and it provides your ratio to look a little bit better, but
these results were quite satisfactory across the board.

Stability of cylinder correction defined in the
gui dance as | ess than one diopter of change between the two
observations was 97 and 98 percent. So, cylinder
corrections were rather stable.

We perforned a patient questionnaire, which was
adm ni stered preoperatively and three nonths, to offer a
conpari son of preoperative and postoperative synptons.

We reported the rates for glare, hal os and
fluctuations in vision as requested by FDA

We find that in the synptomof glare, the nean
preoperative was 3.4 and the nean postoperative was 2. 8.
That represented a decreased glare at a significance |evel

that was very significant.
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What we found was that, on the nean glare synptom
reported, glare actually inproved for the popul ation
foll ow ng the LASIK procedure.

However, we do have a fair anpbunt of scatter, as
we encountered in other studies, and | think that it is
inportant to use a paired analysis for these, as we did in
this evaluation, in order to bring that out in the
eval uati on of these synptons.

Hal os were reported here, the change in the
synptomatic report of halos reported here, with no
significant change in the nean level, and a significant bel
curve that does occur, again, as we saw in the other
synpt om

The nean change in hal os was not significant
preoperatively and postoperatively. Judged agai nst our
other forms of refractive correction that we have used in
the past, the fact that we aren't significantly affecting
t he nean conplaint of halos is seen as a significant
success.

Change in the vision fluctuation, how nuch does
your vision fluctuate during the day, is the question. The
mean preoperatively and postoperatively, we see an increase
in vision fluctuation postoperatively at three nonths, and

the scatter of those observations is reported here. The
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significance was found to the .001 |evel.

Reoperati ons occurred, but not in an increnental
way depending on refraction. There wasn't a rel ationship,
or a significant correlation of the anmount of preoperative
correction to the likelihood of having a reoperation in this
seri es.

The effect on best corrected visual acuity is
reported here, with two percent of eyes losing two |ines,
ei ght percent |losing one |ine, eight percent gaining sone
best corrected acuity and ei ghty-two percent not being
corrected.

We did find a very significant effect of
reoperations on vision. Al the reoperations in this vision
i ncluded refracti on enhancenent; all of themincluded a
second abl ati on.

So, we found that the second abl ation was
effective in inproving the uncorrected visual acuity at both
t he 20/ 40 and the 20/20 | evel

We al so found that the nmean sphere equival ent of
change occurred to be very close to the targeted zero
anount, and with a very small scatter, so that the
reoperations were not only affected, but they appeared to be
very accurate.

Dan Durrie will cone up and present sone



109

conclusions and further results of these data.

DR. DURRI E: Thank you very much. | appreciate
the opportunity to address this panel on this study. 1 am
Dan Durrie. | ama non-paid nedical nonitor of CRS for this
st udy.

| have al so been a principal investigator in this
study. | ama paid consultant for Summt Technol ogy and
they did pay ny way here.

| would i ke to present a little bit nore on the
data and sonme conclusions. |In general, Dr. Kezirian has
shown you data that neets the safety guidelines across the
board, neets or exceeds those guidelines for safety, and
al so has shown you data that neets the efficacy guidelines,
the targets that have been set by the panel and are
publ i shed, for the data that was presented.

Al so, the stability was shown to be established by
three nonths and confirmed at the six nonth visit in the
bel ow seven di opter range.

The stability was |lower in the above seven diopter
range, as expected for the larger corrections, and has been
clinically acceptable.

The one thing that | have appreci ated as nedi cal
monitor of the study is that there has been very snal

nonogram adj ustnments with this | aser
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That is nice, when an investigator calls ne and
asks nme where to start, and | don't have to nmake a | ot of
adj ustnents and a | ot of cal cul ations.

If we look at the data with no nonogram adj ust nent
and | ook at it, you can see that there was a trend to
overal | over corrections.

Because this was a group of physicians working
t oget her and nonograns was one of our goals, we did
encour age nonogram adj ust nent .

Wth the nonogram adjustnent, we were able to
adj ust the overall scatter to |less tendency to
overcorrection and nore tendency to undercorrection, just to
protection our patients.

Especially at the tine that this study was done,
there were no hyperopic ablations available to go that
direction. So, we did nake that adjustnent for safety.

| would like to | ook specifically at a group of
eyes that are greater than 12 diopters and greater than or
equal to 14 diopters in this study.

This study has 43 eyes that are in this range.
Looking at their data individually in this group, at six
nmont hs, no eyes lost two |lines or greater of best corrected
Vi si on.

No eyes had best corrected vision |ess than 20/ 40,
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and it is also interesting to note that the retreatnent rate
in this group was no greater than the average for the
overal | popul ati on.

Also, if we look at the efficacy in this group, 89
percent of these patients were 20/40 or better, well
exceedi ng the guideline, a very acceptable percentage wthin
hal f a diopter and exceeding the guidelines in the one
di opter.

These patients, | think, have done extrenely well,
al though I very nmuch adhere to the 250 m cron residual
criteria.

These patients have to have thick corneas to be in
this range, but those patients who did qualify did get
excel l ent results.

Also, in this study, if you | ook at the division
bet ween the PMA cohort, and if you add back the remai nder,
whi ch brings you to 1,685 eyes, and | ook at the
accountability at three nonths and six nonths, although 90
percent of the patients at three nonths in the PMA cohort
wer e accountabl e, 86 percent were countable if you put ever
ready back in.

Also, if you look at the six nonth level, it
exceeded 80 percent in all the series we put all the eyes

back in, in accountability.
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Now, if you |look at that then and | ook at the
gui delines again, if you put the PVMA cohort and the
remai nder together, it does neet or exceed all of the
publ i shed FDA guidelines for targets in this range, for both
safety and efficacy, if all the patients are added back in.

Therefore, | think this data presented in this PMVA
application provides a reasonabl e assurance that the safety
and effectiveness has been denonstrated for the indication.

| think the indication you use for this device
should be in a range as previously stated, fromzero to 14
di opters of sphere and up to five diopters of cylinder, if
the patient neets the inclusion candidates of a stable
refraction over 18 years old, and also that neets the
m ni mum gui del i ne of 250 m crons of residual cornea. Thank
you very nmuch. That concludes the sponsor's presentation.

DR. MC CULLEY: Thank you for a very nice
presentation. | appreciate it. W wll now open the floor
for panel nmenbers to ask questions, if you guys would |ike
to conme back to the table. Dr. Bullinore?

DR. BULLIMORE: | have a couple of technica
questions | just want to have clarified, if that is
possi bl e.

When you are tal king about the ablation zones for

spherocylinders, you gave a zone of five mllinmeters by 6.5
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mllinmeters. |s that constant, regardless of the sphere and
cyl i nder power?

DR DURRIE: In this study, it was across the
range of cylinders. Across the range, it was the sane for
all the cylinders.

The way the Apex Plus |aser works, with the
enphasis disc, the short axis is fixed at a m ninmum of five
mllinmeters, or at five mllineters

DR. BULLI MORE: So, how does it produce an
astigmatic correction that is different for a four diopter
cylinder froma one diopter cylinder, if the geonetry is
fixed on the m nor and maj or axes?

DR DURRIE: It has to do with the transition
zones.

DR. BULLI MORE: Anot her, again, technical
gquestion. You define, on your penultimte slide, stable
mani fest refraction as being plus or mnus one diopter over
t he past year.

That seens, fromny nenory, to deviate fromthe
gui dance docunent.

DR. KEZIRIAN: That is what we described and that
is what was included in that protocol. Qur first protocol
with this study predated the gui dance, and that was not

changed, despite the fact that the gui dance cane out,
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because it was felt to be adequate.

DR. BULLI MORE: A comment for colleagues to
discuss in a mnute. | think maybe we shoul d have the
i ndications indicating plus or mnus half a diopter as being
a stable refraction. | don't regard plus or m nus one
di opter as being a stable refraction.

| amtal king about indications for use which refer
to the preoperative refraction and the stability of the
preoperative refraction.

The sponsor's requested indications for use, their
definition of a stable refraction is plus or m nus one
diopter in the year prior to the LASIK being perforned.

I n the guidance docunent and | think everything
el se we have adhered to previously, that | amnot allowed to
talk about, is plus or mnus half a diopter.

DR. MC CULLEY: | think sponsor answered they
began this before the gui dance docunent cane out.

DR. BULLIMORE: This is their requested
indications for use. That is not their entry criteria into
t he study.

DR. MC CULLEY: That we will have to get into with
FDA. That becones a | abeling issue.

DR. BULLI MORE: One other question regarding the

astigmati smdata, you presented on the slides show ng the
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ratio of SIRC over IRC. In the spherocylinder group, what
was the nmean preoperative cylinder and what was the nean
post operative cylinder at, say, three or six nonths, if you
can call up that data. | would be grateful. | am done for
the nonent, M. Chairman.

DR. MC CULLEY: How long is it going to take you
to call that up?

DR. KEZIRIAN. W just have to find the page. W
will find it in just a nonent. |If you would like to nove
on, we wll locate it.

DR. MC CULLEY: That is ny question, whether we
shoul d go to anot her question and we can do two things at
once while you are | ooking.

DR. KEZIRIAN: | have the answer. |In table 6-41,
it actually provides the answer with a significant anmount of
stratification, and breaks it down based on both cylinder
anount and axi s.

| don't have a single nunber for the entire group,
but | have it broken down in that way, by each preoperative
correction anount.

DR. MC CULLEY: While Dr. Bullinore is | ooking at
that, Dr. Macsai ?

DR. MACSAI: Yes, | have a question. Maybe

Dr. Durrie can answer it. |Is this a multi-zone, multi-pass
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| aser?

DR DURRIE: No, this laser is a single pass with
an aspheric blend zone built into the enphasis disc.

DR. MACSAI: Wiat is the anount of m crons renoved
at, say, -14, -4.

DR. DURRIE: | just happen to have that one. The
nunber of mcrons renoved at -14, -4, is 147

DR. MACSAI: Thank you.

DR. SUGAR: How many reoperations were there, and
what were the indications for reoperation? That is, how
many were refracted, how many were epitheliumingrowth or
flap or no flap or other?

DR. KEZIRIAN. All of the eyes who had a
reoperation had a refractive correction included in that
reoperation and a m nimum of one diopter, 20/40, or a
surgeon/ pati ent agreenent that a reoperation was necessary,
or a guidance in the protocol for the reoperation.

The reoperation rate varied fromone percent to
four percent across the board. It wll take me a mnute to
gi ve you the nunber of reoperations as an absol ute.

DR. SUGAR. So, no reoperations were done for
epithelial ingrowh or for flap or no flap?

DR KEZIRIAN: In this series, that is the case.

DR. CASEBEER: That is correct. They were all for
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refraction, none for other things.

DR. KEZI RI AN.  The nunber of reoperations was 40
out of 1,013.

DR, BULLIMORE: M. Chairman, just as a followup
on that, | notice on one of the graphs you had patients
under goi ng reoperati on who had 20/20 acuity. That was for
refractive reasons?

DR DURRIE: | think that the indications on that,
obviously, patients | don't feel should have reoperations if
t hey have that |low | evel, but there may have been
astigmatismin those cases. | would just have to go back to
the individual ones, but obviously, that would be rare.

DR. WANG | have two questions regarding safety.

There are two cases about having the grid m stakenly |eft
in place, and the grid was mapped onto cornea. | understand
t hat has been corrected.

Is it now physically inpossible for the surgeon to
m stakenly | eave that grid in place?

DR DURRIE: Just to explain a little bit, when
the laser is calibrated, there is a pattern that is put
inside a cassette that holds the enphasis disc, to nmake sure
that it lines properly, and that disc has a grid pattern.

Initially, when it was designed, it could be put

in and appear to be a disc to the laser, and then that was
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redesi gned where it can't be put into the cassette. That
has been, from a manufacturing standpoint, that can't be
done any nore.

DR. WANG Thank you. My second question is
regarding epithelial ingrowmh. You have .9 percent
incidence. What is the rate of vision in the epithelial
ingrowth patients, as corrected.

DR. KEZIRIAN: | could provide that answer in just
a nonent and look it up specifically, but if | renmenber
correctly, there were no cases beyond traces and sone were
just mcroscopic nests. | will look that up for you as we
sit here, and if | can't cone up with it now, I wll provide
it to you after |unch

DR. MC CULLEY: How many of your cases of
epithelial ingrowh required surgical intervention?

DR. KEZI RI AN.  None of them had surgica
intervention for epithelial ingrowh.

DR. PULIDO Could you open up the table 6-3?

DR KEZI RIAN:  Yes. | amat 6-3.

DR. PULIDO What is your range of conpliance
her e?

DR KEZIRIAN: Fifty-four to 100 percent.

DR. PULIDO This is interesting, because why do

you expect that, considering these are probably simlar
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patients to other kinds of patients in other studies we have
tal ked about before.

The conpliance rate here is markedly better.

Wuld you say it truly is patient return that is the problem
or doctor follow up, and doctors saying that to follow up,
it isreally inportant in these cases?

DR KEZIRIAN: In this study, not only did we see
that it was dependent on the surgeon itself, our 54 percent
was because one of our surgeons noved to another |ocation.
So, the lowest one really had to do with the center

| feel -- and we have had this discussion before -
- that | can ook at it on either side. Either the patients
that didn't conme back are seeing so well that they didn't
conme back, or I can look at it that they are doing so poorly
that they went to another doctor.

| think that argunent really can be bal anced out
on either side. | think that the conpliance, especially in
this type of study, in my opinion, is really dependent on
what kind the investigators are doing on the sites.

DR. PULIDO  The other question that | have -- oh
first of all, I would just like to say thank you for better
conpliance and probably better choice of people who would
make your people conply.

Table 6-2, | don't understand this table very



120

well. Target S, Target C and Target SE.

DR. MACSAI: Target sphere, target cylinder.

DR KEZIRIAN: Could you repeat the table nunber
or the page nunber?

DR. PULI DO Table 6-2, page 181. Wy were these
patients excl uded?

DR, KEZIRIAN. | didn't bel abor the point today,
but in the data site entry system there were these range
filters that we tal ked about yesterday that woul d have
excluded entry errors such as preoperative refraction errors
such as preoperative refraction of 100 instead of 10.

It wouldn't have excluded things |ike
i nappropriate data entry for forgetting to |l eave out a m nus
sign, or enter a mnus sign.

So, we devel oped a series of queries to go through
the data base as part of our maintenance program to | ook
for eyes that had errors.

These were the ones that were in the active basket
at the tinme when we froze the protocol, and hadn't been
corrected yet at the investigator site.

We couldn't intervene and do that. W had to have
the investigator do that at the source with an audit record.

So, these are the ones that were still active and

undergoi ng the nonitoring and existed for that reason. Now,
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what was your specific question on this table?

DR. PULIDO So, the target spherical equival ent
was +4.25, and because you thought that was | udicrous, you
excl uded that?

DR. KEZI RIAN. W knew that hyperopic targets were
not intended and all of these eyes went back to the
surgeon's practice for re-entry.

DR. PULIDO Did you have any further data on
these eyes? | guess you can't even submt it, we can't
di scuss it today. Never m nd.

DR KEZIRIAN: W provided all these tables just
to have full disclosure of everything that we did in the
process of preparing the application.

DR. MACSAI: Dr. Kezirian, so you nean where, for
exanple, it says target C, target cylinder of nine. That is
i nadvertently flipped. That is supposed to be sphere and
then the cylinder of one.

Sonebody transposed them and then your nonitoring
program pul led themout? Did | understand you correctly?

DR KEZIRI AN: Yes, that would be correct. You

know, | ooking at that, | would assunme they neant to hit the
zero and hit the nine or sonething like that. | don't know
that; | can't assune that. So, we have to go back to the

i nvestigator for re-entry before we can use the data.
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M5. MORRIS: | wonder if you could just explain to
me. | am having trouble understanding. In the presentation,
although it is a small anount, it does show that there are
sonme changes for the worse on glare and hal os.

Yet, in the patient information booklet it says,
the follow ng conplications were not reported, and it lists
them on page 11 of the patient information handbook.

DR. ANKERUD: The patient information booklet is
still under review and would not be finalized for inclusion
of conplication rates and adverse events until the FDA
conpletes its review of the clinical section fromthe PNA

At that tinme, the actual conplication rates,
adverse events, would be put into the patient information
bookl et .

M5. MORRIS: | nean, this to the patient is a very
clear statenent that there are none reported. | would hope
that that woul d be changed.

DR. MC CULLEY: Wiy would there be a draft that
woul d be frankly wrong.

M5. MORRIS: This is very clearly wong. There
are reported cases. This says, the follow ng conplications
were not reported in the clinical studies and it lists them

DR. MC CULLEY: Even though your booklet may not

be conpleted, it should be accurate as it is in draft.
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DR. ROSENTHAL: The patient and the physician
bookl et are very carefully | ooked at, after the clinical
dat a has been anal yzed.

| can assure the panel that there will be very
strong warni ngs and i ssues about the potential conplications
fromthe use of this device. Sonetinmes it is not as
carefully | ooked at prior to the panel neeting, because we
want to be sure that the clinical data is satisfactory. |
apol ogi ze.

M5. MORRIS: | trust you will change it.

DR. MC CULLEY: We rely on your thorough follow
up. O her questions for the sponsor?

DR. WANG  Regardi ng the question of 250 m crons,
and that is obviously nore of a question of high range
correction, it was in the lifetinme of this study when the
250 m crons becane gradually nmore and nore apparent to
opht hal nol ogi sts perform ng this procedure.

Were indeed all the high nyopic correction
patients in this range, did they all have preoperative, and
the 250 mcrons was still observed in every case?

DR. KEZI RI AN:  Absol utely.

DR. MC CULLEY: O her questions for sponsor? W
can ask sponsor to step down fromtable. Thank you.

How long is the FDA's presentation? | would like
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to ask the FDA to cone forward to nake its presentation

DR BEERS: H . | amEverette Beers. | amacting
branch chief for diagnostic and surgical devices branch. |
amacting for Morris Waxler. | amgoing to turn this over
to Jan Call away, the team | eader for this PMA

MS. CALLAWAY: Good afternoon. | am Jan Call away,
the team | eader for the Sunmt PMA for the SVS Apex Pl us
Exi mer Laser Wbrk Station.

Summ t Technol ogy, Inc., of \Waltham
Massachusetts, submtted this application, which was filed
on February 11, 1999.

The sponsor is requesting approval for LASIK for
the correction of nyopia between zero and -14 diopters, with
and wi thout astigmatismcorrections ranging from.5 to 5
di opters.

The primary panel reviewers for this application
are Dr. Joel Sugar and Dr. M ng Wang.

The panel input is required in this area, because
clinical judgenent is required to evaluate the data. Your
comments fromthe discussion today will help us in
evaluating the safety and efficacy of the device for this
i ndi cation for use.

The FDA team evaluating this PMA included the

follow ng reviewers: for engineering and operators nmanual
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| abel ing, Ms. Quynh Hoang, for patient information |abeling,
Ms. Carole O ayton, bioresearch nonitoring was supervised by
Dr. Jean Toth-Allen, statistic reviews were done by M. T.C
Liu, and clinical reviews were done by M. Bernard Lepri.

| would like to thank these team nenbers for the
out standing job they have done in the review of this
docunent .

At this time, | would like to introduce
M. Bernard Lepri, the clinical reviewer for this
appl i cation.

DR. LEPRI: Good norning again. Panel nenbers,
FDA nmenbers, industry representatives, once again | am goi ng
to present to you sone supplenentary information and ny
coomments will be even briefer than yesterday.

The devi ce under consideration for PMA
P930034/ S13, LASIK for myopia and myopic astigmati sm by
Summt Technol ogy, is the SVS Plus Exiner Laser Wrk
Station, Apex Plus, with enphasis disc.

These were the details of the investigations. You
remenber it was a six-nonth investigation under an approved
| DE for CRS dinical Research, |ncorporated.

The first question under consideration is, do the
clinical data in this PMA provide sufficient patient follow

up of LASIK for the correction of nyopia, with and w thout
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astigmatism

The review of the stability data, the stability
was cal culated for the entire length of the investigation,
for all refractive categories identified in this PVMA
including all eyes, spheres, spherocylinders and cylinders.

The stability data you are viewi ng on the screen
was for those eyes consistently represented at all post
operative visits specified in the protocol.

These are paired visits between the one and three
month interval and the three and six-nonth interval. The
mean differences, standard deviations and the 95 percent
confidence intervals for the proportion of eyes
denonstrating the change in manifest refraction, spherical
equi val ent of |ess than or equal to one diopter. | wll
give you a nonent to |ook at those equivalents if they are
of interest to you, and here is the data for the three to
si x-nmonth interval.

Question nunber two wll be, what are the panel's
recommendati ons regarding the sponsor's presentation of
stability data for LASIK and the stability ranges indicated
in this PVA

You have seen the stratifications for the one
di opter units of sphere and cylinder. | would like you to

take note that in the category of 10 to 13 diopters, there



127

are 43 eyes in sphere, and for sphere of 14 to 15 diopters,
there are seven.

For cylinder, there are 35 in the three to four
di opter range and seven in the four to five diopter range.

Stratified analysis of the spherocylindrical
corrections for the three to four diopter cylinder range,
3.5 percent or 35 of 1,013 corrections, ranged anywhere from
one diopter of sphere to |less than or equal to 12 diopters
of sphere.

For greater than four or less than or equal to
five diopters of cylinder, 0.7 percent or 7 of 1,013
spherocylindrical corrections range, occurred only in the
range of 3 to 10 diopters of sphere.

This was presented by the sponsor, 86.8 percent in
the I ess than seven diopter category were within one diopter
of MRSE, and 74.6 percent in the greater than seven diopter
category were within one diopter of manifest refraction
spherical equival ent.

These were the conparisons, at three nonths for
MRSE wi t hin one diopter, so you can view the nunbers in the
hi gher di opter categories.

This is for the greater than seven diopter
category at six nonths.

Question three will be, do the clinical data in
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this PMA provide reasonabl e assurance of the safety and
efficacy of LASIK for the correction of nmyopia with or
w thout astigmatism in the ranges indicated.

The sponsor presented their description of how
they arrived at the adjusted nonmogram It is fromthe CRS
LASI K investigation, so |l won't reiterate that for you

The sanme suggested |l abeling is present.

The programmed anount indicates the average
correction that can be anticipated, but actual use may
requi re individual adjustnents of this anount. Tracking of
clinical outconmes is reconmended.

Question four will be, what are the panel's
recomendati ons regarding the data on the individualized
nonmogram used in this investigation of LASIK

Nunber five, does the panel recommend incl uding
warni ngs in the |abeling regardi ng post-LASIK corneal
ectasian. That concludes FDA' s comments.

DR. MC CULLEY: Questions for FDA? | would like
to ask again that you state for us what the device is that
i s being considered.

DR. LEPRI: The device under consideration is the
SVS Plus Exi ner Laser Work Station, Apex Plus, wth Enphasis
Di scs.

DR. MC CULLEY: No comment about m croker at one?
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DR. LEPRI: Only one mcrokeratonme was used in the
i nvesti gati on.

DR. MC CULLEY: So, it would be for any approve
m cr oker at one use?

DR. ROSENTHAL: The device, as | understand it,
Wil be the Summt |aser plus the m crokeratone, with
specific specifications for the m crokeratone.

DR. MC CULLEY: The Summt |aser with specific
specifications for the m crokeratone.

DR. ROSENTHAL: Correct. 1Is that correct,
Everette?

DR. BEERS: That is correct. The specifications
wi |l be generic specifications. They wll not be for any
specific mcrokeratome, but there will be specifications,
yes.

DR. MC CULLEY: Again, it is not a serial nunbered
or serial nunbers Summt laser, it is all Summt |asers and
specifications on m crokeratone that are not specifi ed.

DR. ROSENTHAL: The m crokeratone nust neet
certain specifications.

DR. MC CULLEY: So, that is the device under
consi derati on.

DR. ROSENTHAL: That is correct.

DR. MC CULLEY: Thank you. O her questions,
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Dr. Wang?

DR. WANG | just want to follow up. | want to
clarify that for nyself. To FDA, if an investigator or a
physician in the future used the same | aser, but a different
m crokeratonme, a different manufacturer, is that considered
FDA approved?

DR. LEPRI: M crokeratones are non-classified.
They are class | devices and they woul d be approved devi ces
al ready on the market.

It would have to neet the generic specifications
that would be placed in the | abeling. That is what woul d be
recommended. That is ny understandi ng.

DR WANG So, if it has the sanme capability as
this particular mcrokeratone, they woul d be consi dered FDA
approved.

DR LEPRI: Correct.

DR. MANNI'S: Could you give nme an exanple of the
ki nd of specifications that you are tal king about, generic
speci fications?

DR, LEPRI: W would be tal king about the dianeter
of the flap size, flap thickness, et cetera.

DR. MC CULLEY: Oher questions for FDA? Seeing
none, you may retire. Don't go too far, though.

There is a sentinent that we conti nue to work
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t hrough. W need to determ ne whether that is a vocal
mnority or the mgjority. How many on the panel would |ike
to continue to work through? How many would Iike a |unch
break? |s that acceptable to sponsor? Raise your hands if
it is acceptable. Thank you. Sponsor unani nously says yes.
Truly only one winp in the crowd.

Let's go ahead with our primary reviews. Dr.
Sugar is going to be our scribe for purposes of this PMA
Dr. Sugar, would you give us your primry review?

DR. SUGAR: | appreciate the hard work that the
sponsor and the FDA did in presenting this very nicely, and
especially the work of Dr. Lepri.

| don't really need to review nuch of the data.
Usi ng the exclusion of sites with less than 85 percent
accountability, the included 1,013 eyes had an
accountability at one day of 99.7 percent, at three nonths
of 89.6 percent, six nonths at 84 percent.

The sponsor just nentioned that when they put the
two groups together, the accountability at three nonths was
86. 6 percent and, at six nonths, 81.3 percent.

We discussed this issue at very great length
yesterday, and | don't think it needs to be reviewed, but |
think that the exclusion of sites that did badly is not an

appropriate way to present data, either badly in
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accountability or in any other regard.

The efficacy was high, but was dependent on
preoperative refraction. At three nonths, uncorrected
acuity was 20/40 or better in about 94 percent of those |ess
than or equal to seven diopters. It was a little bit higher
for spheres than for spherocylinders.

For eyes greater than -7, this dropped to about 81
percent. \When stratified, still, this exceeded 85 percent
for eyes greater than -7 up to -10.

In the -10 to -11 group, this dropped to 75
percent, -11 to -12, 67 percent, -12 to -13, 77 percent.
Then, for those greater than 13, up to 14, it was only about
43 percent.

The sponsor just presented the conbined 12 to 14
data and said that at six nonths -- this was a three nonths
-- at six nonths, this was 89 percent.

The question we have is whether, | think, to set a
cut off for approval at -13 or all the way at -14, and |
think we need to discuss that. The data certainly were
better up to -13 than they were from-13 to -14. There was
only eye treated with greater than -14.

Predictability was appropriate in all groups. It
appears to nme that all the data is non-cycl opl egi a dat a.

There was not cycl opl egi a data presented.
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For the cylindric corrections, for patients from
zero to three diopters, 83 percent ended up with one diopter
or less of cylinder at three nonths and, for those with
greater than three diopters, about 78 percent had one
di opter or less of astigmatismin three nonths.

These nunbers inproved at six nmonths to about 90
percent and 85 percent. The magnitude of surgical induced
refractory correction over intended refractive correction
ranged from 102 percent to about 89 percent, | think al
good out cones.

Stability was al so appropriate with nmean changes
in cylinder, well within the guidelines and well w thin what
are the degrees of correction that were sought.

The safety at three nonths, 1.4 percent |ost two
or nore |lines of best spectacle corrected visual acuity, and
at six nonths, this was 1.9 percent.

Only two eyes at three nonths and three eyes at
six nonths were worse than 20/ 40 best spectacle corrected
acuity.

Spheres did slightly better than spherocylinders,
and for spherical equivalents greater than -7, this was 2.4
percent. That is the loss of acuity was greater, the higher
the correction, and | think that should be reflected in the

patient information as well as physician information
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bookl et .

Greater than two diopters of increase in cylinder
was seen in 1.4 percent in three nonths and one percent at
six nmonths, again, well wthin the guidelines.

Haze was not a problem Over-correction of
greater than one diopter occurred in 4.2 percent, and

greater than two diopters in 0.7 percent.

The patient information booklet, | believe, states
t hat one percent or |less had induced astigmatism | think
that is inaccurate. | assune that they nmeant induced

astigmati sm of greater than two diopters, but that should be
specifically stated, and |I think that the nunber of one
di opter over corrected at four percent should al so be
specifically stated.

Adverse events were reviewed and were nostly
i ntraoperative problens, nost of which did not preclude
doi ng abl ations and did not affect final outcones.

| nt eroperative pressure was not a problem Flap
wrinkling occurred in nine eyes at three nonths and seven
eyes at six nonths and was nore common with the higher
attenpted corrections, as expected.

The two cases that had Xs stanped on their corneas
by the machine were tal ked about, and that has been

corrected.
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We don't know what the final outconme was on those
patients, although that is probably not relevant to our
deci si on.

Patient synptons, Lynn Morris nentioned the fact
that these need to be nore specifically stated in the
patient information booklet.

| mpressively, halos, while they increased, severe
hal os decreased frompreop to six nonths. Fluctuations in
vision, in the original presentation, appeared to not be a
problemin nore patient post-op than preop, but fromthe
bell curve presented, there was a slight increase in visual
fluctuations, and this should be nentioned in the patient
i nformati on bookl et.

The data present support approval of this proposal
with the conditions nentioned. The upper |imt of treatnent
needs to be discussed and the patient and physician
i nformati on booklets need to have a great deal of specifics
added to them including outcones at specific diopter
ranges, and the over-corrections need to be nentioned nore
specifically, as | nentioned before. That ends ny
presentation. Thank you.

DR. MC CULLEY: Thank you, Dr. Sugar. Dr. Wang,
if you could present what is different and new in your

revi ew.
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DR. WANG Ladi es and gentlenen, | appreciate the
opportunity to present ny review, and also | would like to
commend the sponsor for presenting a very well-done study.

| amjust going to focus on five points that |
would i ke to specifically nmention, wthout repeating al
the information presented al ready.

The first point I would like to discuss, there are
a few pockets in the data which actually did not neet FDA
gui del i nes.

The second question, there is a need to clarify
the safety guideline, nunber one, which in fact, I will show
you there are three different definitions. The sponsors
have two and the FDA has a different third one.

Three, the high end falls off, which Dr. Sugar
al ready nentioned, so | wll not go through the high range
corrections, due to the small nunber of Ns.

Nunber four, | will discuss very briefly about
nonogr ans, and basically in support of the approach.

Nunber five, | will present specifically a
literature review, and nmake di scussion on the nechanics of
the cornea regardi ng the 250 gui deli ne.

| will not go through these data again. These al
meet the FDA guideline.

| would i ke to bring your attention to what was
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circled right here. This is stability for |ess than seven
diopter. The FDA guideline is 95 percent.

There are three categories in the CRS study which
fall slightly short of 95 percent, but | think the
difference is close enough it probably can be consi dered
passing, in nmy opinion.

However, | would like to direct major attention to
this particular safety guideline nunber one. Safety
gui del i ne nunber one stated by FDA, |oss of nore than two
Iines of best spectacle corrected visual acuity, FDA
specifies has to be less than five percent of the patients.

There are three ways of interpreting this. FDA
says, loss of nore than two lines BSCVA. CRS presented two
types of data, which depending on which one you | ooked at,
it could either neet or fail to neet the FDA guidelines.

CRS definition nunber one, |oss nore or equal than
two |lines best corrected visual acuity.

The second category you can look at in this
context is, for those patients preop equal or better than
20/ 20, post-op worse than 20/25. That is a |loss of over 25
with a condition preop of 20/20 or better.

So, let's ook at CRS performance. Lost nore or
equal to two lines best corrected, they all neet five

per cent .
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However, if you take the second alternative
definition, if you only take those patients which start out
20/ 20 or better and, post-op, best corrected worse than
20/ 25, that is a loss of over two lines, which in that sense
fits the FDA guideline. They, in fact, fail four out of
six. It ranges from5.7 to 8.3 percent.

So, a coment, strictly speaking, if one were to
|l ook at this as a guideline regarding the I oss of two |lines
of best corrected vision, in fact, there are a few pockets
that fail to neet the FDA guideline.

Here a nunber of patients started with 20/ 20,
wor se than 20/ 40, one percent FDA guideline, this is 1.2
percent, integral correction range. | think that could be
consi dered okay.

So, let's look at these three definitions and
think for a nonent, what is the relationship of these three
definitions.

| s one definition a subset of another one? how
much does it matter in the context of this PVA

| think, looking at this particular visual
diagram this is the best way of illustrating the difference
bet ween these three definitions.

CRS, loss equal nore than two lines. In fact, this

| argest circle enconpasses the nost cases. FDA guideline,
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nore than two lines is a subset of that, because there are
patient that fall into this crescent, which is |oss of equal
to two lines does not fit the FDA

| f you | ook at one parameter the CRS study | ooked
at, for those patients who started out better or equal to
20/ 20 and end up worse than 20/25, that is a subset of the
FDA.

| think the point of this analysis is, one needs
to be very clear in terns of safety guideline nunber one,
what one shoul d be | ooking at.

| wish CRS | ooked at FDA gui del i ne nunber one a
bit nore carefully in the beginning, so that it would cone
up with identical study criteria. These two criteria
sandwi ched the FDA criteria, but are not identical.

In the category of conplication, winkling, this
exceeds one percent, but | think it is close enough.

The CRS study al so studied the patient with | ast
visit carry over. Again, the sane issue arises. Again, FDA
says, loss of over two |ines, best corrected visual acuity,
| ess than five percent.

CRS has two types of studies, neither of which is
identical to FDAs. So, if you |ook at CRS definition nunber
one, loss equal or nore than two lines, in this particular

subset of patients, last visit carried forward, they all
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nmeet the five percent criteria, as double underlined here.

However, if one | ooks at this subset of CRS
studies, in which patients start off 20/20 or better but end
up worse than 20/25, that is also a loss of two |ines of
nor e.

In fact, all of the data exceed five percent. It
ranges fromb5.8 percent to 10.7 percent. So, the comment
is, if we want to use this criteria in |ooking at the
conparison to FDA guidelines, they in fact fail.

However, | think the point of this is probably the
study itself is of fundanental nmerit to warrant approval
Wi th possible conditions, as a final conclusion.

However, one needs to recogni ze these studies
differ in terns of the criteria they are |ooking at.
rem nd you that 20/20 or better at the start, those patients
are 90 percent of the study.

So, in looking at this particular criteria, it is
not a trivial question. In other words, this subset of
patients is 90 percent of the study.

| want to use the last mnute or two to discuss
about two remaining issues. One is the nonogram approach
and the one is the literature anal ysis and nechani sm
anal ysis of this 250 concept.

| think we will all take a little bit of
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entertainment here. This is an easy way of understandi ng
this personal calibration factor approach that we can use to
explain to a layman patient.

| think the approach is, in principle, sound,
taking into account two considerations. One, an individual
surgeon has his or her own uni que surgical habit, so a
personal calibration factor is necessary.

However, such an approach, by globally scaling
down the generic nonbgram obtai ned fromthousands of
patients, the individual surgeon may not have done that many
| aser cases, so taking advantage of the generic nonogram
based on much larger clinical series nmakes sense.

| just tell you a little story here. This is like
an exanple of a referee nmeasuring the height of high
j unpers.

He nmeasures the first junp on earth. The first
junper junped one neter. He knows the second guy is going
to junp twice as high, which is tw neters, and the third,
three tines as high, three neters, et cetera.

Now this referee travels to the noon and he gets
to measure the first junper again. He finds the high junp
of the first junper to be six neter, because the noon to
earth ratio is six to one.

Now, the point is, he did not need to neasure the
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rest of the junpers. He knows that the second junper wll
be 12 nmeters and the third, 18 neters.

There is an inportant intrinsic assunption,
however. The noon to earth ratio, six to one, cannot change
in this type approach.

To give a scenario, suppose a LASIK surgeon is a

wet" surgeon. He can put variable anounts of fluid in a
stromal vat while he is LASIK-ing.

He will not be able to rely on this approach, as
we have no idea of degree of hydration and abl ation
efficiency.

So, the point, the take hone nessage of a caution
on this nonogram approach is, there needs to be an enphasis
on i ntrasurgeon consi stency.

| think this is a |labeling issue regarding
hum dity, tenperature, all these need to be stressed to the
users.

Only when surgeons consistently use the sane
techni que, he can rely upon a consistent ratio of himor her
to the generic nonogram

Finally, I would Iike to discuss ny literature
review of the 250 issue. There are various publications
publ i shed already in the literature regarding the

progressi ve keratectasia when posterior stromal bed is left
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bel ow 250.

| just want to show you the range of posterior
stromal bed that is reported in the literature. In a study
by Siler et al in 1998, Journal of Refractory Surgery, there
are three patients and all devel oped keratectasia, 177, 224
and 224.

1998, sane group of authors, another patient is,
in fact, above 250, 261. This study, there is no tekinetry
studies, but the four eyes devel oped keratectasia in the
hi gh range correction, -10 over.

There is a study just reported i n Qphthal nol ogy
1999, looking at a different way of |ooking at the question.

Wang et al, by 32 eyes, -4 to -18 diopter LASIK
correction, in |looking at posterior corneal bulge, using the
el evati on topography, they found that if you | eave nore than
250, the critical nunmber, you only have a 17 m cron
posterior bulge after LASIK, in the -4 to -18 diopter
treat nent.

| f you, however, violate this critical nunber, you
have a grossly, nore than doubl e posterior bul ge, by
el evation topography. So, this is a different way of
| ooki ng at the nunber 250.

We at Vanderbilt recently had a patient, 29 years
old who, after LASIK, was |eft 255 and 238, devel oped
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bil ateral keratectasia. This was perforned over a year ago,
this surgery.

This patient, 255, this patient fell short. It
was only -6 treatnent, however, cornea was preop thinner

So, from a nechanics standpoint, Dreson, et al, in
experinmental eye research in 1980, which was al so descri bed
by Siler et al in 1998, show that the tangential elastic
nodul e of keratosis cornea is smaller, conpared with nornal
cornea by a factor of 2.1.

In those corneas, this tangential elastic nodule
ranges from1.6 to 2.5.

Assum ng consi stency of bi onechani sm paraneters
across the cornea thickness, a normal cornea thickness can
be reduced by this factor before its elasticity is
conparabl e to a keratoconus or weakened cornea.

| f you take one over 2.1, using a nom nal cornea
t hi ckness, that generates 250 mcrons. This is, in a way, a
mechani cal study to validate these clinical observations.

| also found an additional study just published,
del ayed keratectasia from LASI K.

In conclusion, | think taken as a whole this
study, in this reviewer's opinion, has been well done with
sufficient adequacy and safety, although there are specific

conditions that we can di scuss that need to be attached to
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this study and it can be consi dered approvable with
conditions. Thank you.

DR. MC CULLEY: Thank you.

DR. ROSENTHAL: | would just like to nake an
observation. Dr. Wang's observations were pertinent. In
particular, | can assure the panel that the labeling for the
device wll include the issues about 20/20 and worse than

20/ 25, and all the factors in which there are probl ens, so
that the patients will have a proper presentation of what
the issues are that they potentially may face.

DR. MC CULLEY: | think we have been confortable
with the approach that we have taken, that the FDA has had
as a panel.

| would Iike to open now the di scussi on anpbngst
the panel, if the panel would |like, prior to asking the FDA
to ask its questions or, if the panel would prefer, we can

go directly to the FDA questi ons.

DR. MACSAI: | would prefer that we go to the
gquesti ons.

DR. MC CULLEY: | didn't understand your sign
| anguage. |s that the general sense of the panel?

DR. SUGAR: | would like to nmake a nodification to

my recommendation. That is that it is approvable with

conditions on earth only.
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DR. MC CULLEY: Thank you for that clarification,
Dr. Sugar. Wuld the FDA pl ease cone forward and present
your questions to the panel?

DR. LEPRI: Wth respect to the length of the
i nvestigation, question nunber one asks, do the clinical
data in this PVA provide sufficient patient follow up of
LASIK for the correction of myopia with and w thout
astigmatism

DR SUGAR: Yes. | think that the yes is with the
statenents that have been made, that we are not happy with
the conpliance or the accountability when it falls bel ow our
gui dance.

We don't want to give the inpression that we are
pl eased but, in our judgenent, with this particular PMA,
that the accountability, with everything being taken into
consi deration by each nmenber, is within an acceptabl e range.

DR. MC CULLEY: |Is there concurrence with that?
Okay, next question.

DR. LEPRI: Nunmber two, what are the panel's
recomendati ons regardi ng the sponsor's presentation of
stability data for LASIK and the refractive ranges indicated
in this PVA

DR. MC CULLEY: This brings in two issues. One is

stability and one is refractive range. Do you want us to
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just address stability wthin this question?

DR LEPRI: Just stability.

DR. MC CULLEY: Who would like to address this.
Dr. Wang?

DR. WANG  Yes, nostly, but we need to caution
that for high correction range, 13 and 14, as has been
pointed out, the Nis too small to make confi dent
assessnent .

DR. SUGAR: Are you asking us, is their
presentation of stability adequate, or are you asking us to
ask themto present it in a different way.

DR. LEPRI: No, the way they presented the
stability data in the PVA

DR SUGAR: It is ny feeling that the presentation
assured adequate stability.

DR. BULLIMORE: | have a question. The data that
was presented to us previously seens to differ slightly from
t he graphs that were shown today.

DR. MC CULLEY: \Which data presented previously to
us are you referring to?

DR. BULLI MORE: The big chunk of data that cane to
my office a few weeks ago and that was summari zed by
Dr. Lepri very elegantly today, is different fromthe graphs

that were presented by the sponsor today.
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In particular, the change fromthree to six nonths
on the sponsor's graph seens to be the order of a third of a
di opter or so.

Both the previously presented tables suggest that
it isless than .1 of a diopter. | would |Iike sone
assurance from sonebody that this is okay.

DR. MC CULLEY: Dr. Lepri, can you respond to
t hat ?

DR LEPRI: Let nme go back to nmy slides.

DR BULLIMORE: Dr. Lepri's slides are identical
in their content to the data presented by the sponsor in
their printed tables.

DR. MC CULLEY: Yet, sponsor presented slides that
were different from--

DR BULLI MORE: Yes.

DR. LEPRI: Sponsor may be best equipped to
address that.

DR. MC CULLEY: Can you not deal with this?

DR. LEPRI: No, | amnot famliar with the
di fference that he presented there.

DR. MC CULLEY: Can you nake it clear to
Dr. Lepri, what it is?

DR, BULLIMORE: |If you go back to your tables,

Dr. Lepri, slide 7. You see the nean difference there is -
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.6. If you go to the next slide, which | believe is the
three to six-nmonth data, it is virtually nothing.

That is qualitatively very different fromwhat the
sponsor presented today. So, | think this is nmaybe a
gquestion the sponsor wants to address. They probably get
the chance to address it in their five mnutes of fane at
t he end.

DR. MC CULLEY: Do you recall what sponsor
present ed?

DR. BULLI MORE: The sponsor didn't present any
nunmeri cal data today, but the tables that they presented to
us, or submtted to the FDA and were forwarded to us in
these binders, is very simlar to that which was presented
by Dr. Lepri.

The odd one out is the graphs that were presented
today. | just want sonme assurance that the data is
consi stent.

DR. MACSAI: Can you say the nane of the graph you
are tal king about ?

DR, BULLIMORE: It is the stability one.

DR. ROSENTHAL: | think, Dr. Bullinore, this is
mean di fference and that is nean.

DR BULLIMORE: | figured that one out, but the

change here in all these graphs | ooks to be substantially
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nore than a tenth of a diopter.

DR. ROSENTHAL: The sponsor shoul d address that at
the end, but | can assure you that the data that was
submtted is the data Dr. Lepri sent, and that is the data
on which we will work.

DR BULLI MORE: Thank you for indul ging ne,

Dr. Lepri.

DR. MC CULLEY: So, the answer to the stability,
to that question, is yes, with the consideration and concern
about the higher range?

DR BULLI MORE: Correct.

DR. MC CULLEY: Your next question?

DR. LEPRI: Do the clinical data in this PVA
provi de reasonabl e assurance of the safety and efficacy of
LASIK for the correction of myopia with or w thout
astigmatismin the ranges indicated.

DR SURAR: This is a little bit of a close cal
for the sanme reasons we discussed the other day, that we are
getting to the tail of the bell shaped curve in terns of the
ability to accrue patients in the high ranges.

Nonet hel ess, the nunbers are | ow and there are
seven eyes in the sphere of greater than -13 up to 14, and
there are seven eyes in the cylinder greater than 4.

So, the nunbers, | think, make it difficult to
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draw conclusions. | think that there are two ways to
approach this.

One is to approve it up to 13, where certainly the
outcones were better than in the greater than 13 range. The
other would be to approve it in the full range, assum ng
that the nunbers aren't enough to draw concl usions either
way, and it is appropriate to give physicians the | eeway of
using the instrunent in a broader range.

My own personal feeling would be that if you
approve it to 14 with adequate warnings for above 13, that
woul d al l ow the ophthal mc or the nmedical community to
ultimately gain nore information in these higher ranges.

The sane information can be acquired by whatever
t echni ques peopl e have for getting around their laser's
governi ng system including doubl e carding.

It we do it the way we have done things in the
past, | think we should approve it up to 13. Was that a
confusi ng enough presentation?

DR. MC CULLEY: What is your specific
recommendat i on?

DR. SUGAR: | would recommend approving it to 14
for sphere, and 5 for cylinder.

DR. ROSENTHAL: W th appropriate |abeling

indicating that, in the ranges from13 to 14 in sphere and 4
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to 5 cylinder there was m ni num data and potentially not as
good results.

DR. SUGAR. M/ recomendation, as before, is that
the labeling include stratification by diopter in each of
the ranges for both sphere and cylinder, then a warning
added at the end that the outcones are |ess favorable in
this range and caution shoul d be exerci sed.

DR. PULIDO Point of clarification. Wat range
on the cylinder?

DR. SUGAR:  Fi ve.

DR. PULIDO  How many were there between 4 and 57

DR. SUGAR:  Seven.

DR. MC CULLEY: |Is there other discussion?

Dr. Bullinore?

DR. BULLIMORE: In terns of being consistent, |
would like to make a case for limting astigmatismto 4 and
| amleading toward 12 or 13 rather than 14 for the sphere.

DR. MC CULLEY: Can you tell us why?

DR. BULLI MORE: Just based on the data presented.

| don't think there is enough above 13. | do think we run
into, 250 mcrons or not, the higher we go, the nore safety
i ssues there are.
That is ny gut reaction, ny clinical judgenent,

and | think it is appropriate to go slowy.
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DR. VAN METER M. Chairman -- Dr. Lepri, could
you pl ease go back to graph nunber 14 on your slides. |
think there is sone information on 15 that Dr. Bullinore is
pr obabl y thi nking about.

Plus or m nus one diopter here, above 10 di opters,
it tends to fall off, according to this graph, to
approximately 50 percent in the 11 and 12 di opter groups.

Thirteen and 14, the nunbers are so small, as you
can see, there is just one in 14. | guess | have sone
concerns above -12 al so.

DR. MC CULLEY: O her comments? Dr. Wang?

DR WANG | would like to support 13. | think
from 13 to 14, the nunber drops nore sharply.

DR. MACSAI: Perhaps this is a historica
perspective, but previously we have recomended cautionary
| anguage -- Dr. Pulido recommended it -- for those higher
ranges, and we did not restrict that upper end.

DR. MC CULLEY: So, what is you sentinment?

DR. ROSENTHAL: Excuse ne, Dr. Macsai, you have to
take each PMA as it stands, and we would |ike your
recomendati on on this one, based on the data that was
present ed.

DR. MACSAI: | would agree with Dr. Sugar, then.

That woul d be ny recomendati on.
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DR. MC CULLEY: W have sentinent for 12, 13, 14
on sphere. Straw vote. Fourteen as the upper limt? Raise
your hands high. If you want 14, high.

[ Four hands raised. ]

Thirteen?

[ Two hands rai sed. ]

Twel ve?

[ Four hands rai sed. ]

Al right, we are now going to restrict it to 12
or 14. W have got a tie vote. | could vote, but | choose
todoit this way if | can do it this way. W are going to
vote between 12 and 14. Fourteen?

[ Five hands raised.]

Ch, you rotten people. Twelve?

[ Four hands raised. ]

Ckay, so | amoff the hook. So, 14 is soft and
under stand, fol ks, we nmake recommendati ons to the FDA, so
they get a soft recommendati on.

Cylinder, the issue is four or five. Al in favor
of five, raise your hand?

[ Five hands raised. ]

Four ?

[ Five hands raised. ]

Ckay, hands high for five for cylinder.
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[ Fi ve hands raised. ]

Four ?

[ Fi ve hands raised. ]

It is five for four. M inpressionis that it is
difficult to get patients in these higher ranges, and if we
have smal|l nunbers that give sone degree of confort, that we
should go with those small nunbers. | would nmake this soft
one toward five

DR LEPRI: Wth adequate warning for the 13 to 14
di opters and the four to five cylinders.

DR. MC CULLEY: Right, but there are not a | ot of
people in the population in these ranges. They have a real
need and | tend to be a little bit nore accepting because we
have nmuch nore to offer to them

Ckay, so we have set the [imt at 14 and 5, with
cautionary | anguage for patient and surgeon alike. Your
next question?

DR. LEPRI: Four, what are the panel's
recomendati ons regarding the data on the individualized
nonmogram used in this investigation of LASIK

DR. MC CULLEY: | think that, to put it very
sinply, there are a nunber of things that affect the
adj ust nent, surgeon technique, |aser, both brand and

i ndi vidual laser, the environnent in which it is used, that
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can be somewhat standardized, and then there is the
i ndi vi dual patient response.

| think that a nonogramfor nme in one place may
not be the sane as a nonogram for ne in another place. So,
| think those kinds of things have to be stated in the
| abel i ng.

An individual cannot |ift a nonbgram from soneone
el se and use it necessarily, and have it work.

DR. LEPRI: The sponsor had recommended specific
| abeling that | had put on the slide.

DR. MC CULLEY: Do you want to put that specific
| abeling up there?

DR LEPRI: Yes, | think it would be hel pful for
you to see it.

DR. MC CULLEY: And as Dr. Sugar said, what pl anet
you are on. That is environnent.

DR LEPRI: Here it is at the bottom of the
screen. The programred anount indicates the average
correction that can be anticipated, that actual use may
require individual adjustnents of this anobunt. Tracking to
clinical outconmes is reconmended.

DR. MC CULLEY: If we change the word frommay to
wi |l probably, then that |anguage, | would think, would be

accept abl e.
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DR. WANG | woul d suggest addi ng a sentence that
surgeons shoul d be aware that consistent operating
condi tions and technique, including humdity, tenperature
control, is inportant in order to use this approach
personal calibration approach.

DR. MACSAI: | also think the sponsor should nake
available to the users the information they have gotten so
far fromall these participants in the CRS in sone sort of a
chart and put together what the group's results were.

DR. MC CULLEY: | would assune that they will have
a matrix nonogram provi ded.

DR. LEPRI: That is provided.

DR FERRIS: | actually worried about this |ast
ni ght, because |I was uncertain why this | anguage seened to
be bot hering ne.

The fix to the |l anguage that | would |ike to see
is not that actual use may require individual adjustnents,
but that actual use requires individual assessnent of this
anount, and that tracking clinical outcomes is recommended.

It seens to ne that the sense of what we are being
told is that this nonogram works on the average. \What |
woul d i ke to have put in here is that the individual better
check this, to make sure it works for them

DR. MC CULLEY: No question.
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DR. SUGAR: What is the wording?

DR. MC CULLEY: Do we have specific wording to
recommend, or do we want to |let the FDA work on wording,
under st andi ng our sentinment and our concern. FDA?

Dr. Rosent hal ?

DR. ROSENTHAL: | think we are happy to work on
t he wordi ng, M. Chairnman.

DR. MC CULLEY: You have our sentinents and you
understand the issues and the constraints.

DR. ROSENTHAL: Between what Dr. Wang and
Dr. Ferris and Dr. Pulido have said, we can wangle up
sonet hing. Excuse ne, Dr. Wang, that was a bad pun, excuse
me. You have been sitting next to ne too |ong.

DR. LEPRI: Nunber five, does the panel recomend
i ncluding warnings in the |abeling regarding post-LASIK
corneal ectasion.

DR. MC CULLEY: Absolutely. The posterior 250
m crons of the cornea should not be disturbed by | aser or
m cr oker at one.

Al right, are there other issues the FDA would
like to bring forward?

DR. LEPRI: | have none.

DR. MC CULLEY: Are there other issues the panel

would i ke to bring forward? Dr. Wang.
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DR. WANG | don't think this will rock the boat,
but I do want to see that perhaps in the future, alittle
bit, particularly regarding safety paranmeter nunber one.

There are, as you see, three different definitions
and the CRS conpany has been working on two, neither of
which is actually identical to FDA's safety definition
nunmber one.

If you | ook at one of the CRS definitions, in
fact, it fails to neet. | think it is perhaps in the
communi cation, trying to nake sure that they have a category
of patients that fit exactly what the FDA s exact definition
iS.

DR. ROSENTHAL: Let me clarify. The gui dance
docunent was devel oped t hrough a working group of the Eye
Care Technol ogy Forumin 1996.

Subsequently, the agency canme up with a series of
tables which we felt reflected nore safety values than did
the single ones or two that were in the docunent, in the
gui dance docunent.

In fact, to be fair to all the sponsors, they are
pretty nmuch providing us with information the way we
appreci ated having it, knowng that we felt that possibly
the original guidance of five percent greater than two |ines

was a bit too | enient.
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DR SUGAR: Well, do we need to add as conditions
the specific things we tal ked about in ternms of details in
t he patient gui dance docunent?

DR. ROSENTHAL: Yes, we woul d appreciate that.

DR. SUGAR: So, a condition would be that nore
specifics be placed in the --

DR. ROSENTHAL: Correct. That will happen anyway.

| can show you, Dr. Sugar, but it would be nice to have it
in there.

DR SUGAR: | would like to suggest that specific
detail ed outcone data be provided for both surgeons and
patients concerning this procedure for both nyopia and
astigmatism and also for -- refractive outcones and al so
pati ent synptom outcones.

DR. MC CULLEY: Any other comments from panel ?

At this point, | would like to open the fl oor
again for open public comments. There are 30 m nutes
allotted. No nore than that will be used, |ess can be used.

Any individual wishing to speak will be limted to
five mnutes. | would nowlike to invite anyone fromthe
audi ence who would like to cone forward to make coment.

AGENDA ITEM: Open Public Hearing.

MR. KW ECI NSKI : Dear panel nmenbers, FDA, those in

attendance, | amnot a speaker at all.
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DR. ROSENTHAL: Excuse ne, could you introduce
yoursel f, please.

DR. MC CULLEY: And also give what your
affiliation is, any conflicts of interest, economc and
ot herwi se, that you m ght have.

MR KWECINSKI: | amtrying to. | amnot rea
good at this, sorry.

DR. MC CULLEY: That is okay.

MR KWECINSKI: Wth knees shaking, I amRick
Kw ecinski. | paid ny own way here. | have been here for
two days. | have a financial interest in a nunber of eye
conpani es, including this one.

My personal opinionis, it would be great
financially if you did sonmething great fromthis. But | am
here to speak hopefully on a nuch hi gher cause than this.

| have been represented a couple tines in the | ast

two days. | ama LASIK patient and have been m srepresented
quite a bit in the last two days, and | feel | should speak
up and tell you sonething about that, fill in on sone of

t hat dat a.

| know, and | certainly don't have the fancy
charts and that sort of thing. Please forgive nme. One thing
that | did notice in all the datais, it clearly shows that

t he surgeon expertise is very critical in this.
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Yest erday norning, when we started this whole

thing, I was in awe and respect of everyone here for their
credentials and their intelligence. It is absolutely
amazi ng.

Now, after today, | amjust in awe of your power

and | amdefinitely intimdated here.

As far as the data, | was a perfect case on your
charts. | was extrenmely lucky. | went for a free
eval uation one day in July last summer and the doc said,
yes, you are a perfect patient, you mght end up with
readi ng gl asses, but that is the extent of it. You know, go
for it.

| was really lucky. | had to take off for a trip
soon, so they fit me in, actually, the next day. So, | had
a free evaluation one afternoon and I was going to have
LASI K done on both eyes the next afternoon.

| guess | ama little bit of a chicken. | only
went with one. Fromthat, everything went fantastic. | am
a high myopic patient. | don't know all the nunbers, but
basically, over 20/400 or so. | have lived in contact
| enses for about 25 years.

After the surgery or whatever, | was astounded.
It was a phenonenal thing. There were tons of hal os and

stars everywhere and at night tinme it was inpossible, but



163

luckily, I had only done one eye. | could live with that
and the doc assured nme that that stuff would go away.

Well, one of the things |I should tell you is the
reason that | had this surgery is that my contacts were not
correcting ne after all those years. | was increasing in
astigmati smand that sort of thing, and | could not get
20/ 20 vision

Because of ny lines of work, the glasses weren't
going to be an option for nme, so | thought the risk/reward

was worth it to have this surgery done on ny eyes.

It certainly was. | amecstatic. Even with the
starring, in Novenber of |ast year, | had the second eye
done.

| thought that was al nost as great. Wen | left

there, it was perfect. Yes, there was starring and hal os,
but when I fill out the form | tell everybody how ecstatic
| am | definitely am

| can see now and ny right eye is 20/20 on the
chart, and sonetines ny left eye is alnost that good. It
really varies.

You know, all of a sudden, | have had |ots of
problenms with that one, and | definitely have a foreign body
sensation in there, the vision conmes and goes in the day. |

do have the hal os.
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It is not as easy to accommpbdate with the starring
when you have both eyes, | found out. One thing that | can
definitely tell you, the starring will go away after six
nont hs, because you accommobdate. You | earn things.

When you are driving a boat, and you can't see any
of the lights out there and it is really inportant, you
accommodate. You stare into a light for alittle while, and
wi thout the dilation of the pupil, you can get rid of the
starring for a while, until you have to stare at the bright
I i ght again.

When you drive in traffic, you stare at the bright
lights. As long as you don't let your pupil dilate, you are
a perfect patient.

The other way that | was m srepresented in this,
and | should tell you that | have been told that luckily, ny
ri ght eye, which turned out very well -- thank you very nuch
-- that was in the study, but ny left eye isn't in the
st udy.

When | hear what we are trying to approve today, |
am | ost on where | actually stand. See, | ama citizen of
the country here.

For me to go to a free evaluation one day, and
wal k in with confidence the next day to get this operation

i s because the FDA -- thank you -- this is the country that
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is harder than any other country to get approved in.

O course, they have | ooked out after ne. | am an
intelligent man. | read the fine print. | realized there
were conplications. Have you ever read the conplications on
sone of this stuff that the public is exposed to.

My point, because | realize your tinme is
inmportant, | think we have a critical issue here. The fact
is that the machine is not the problem It is the use of
t hi s machi ne.

Unfortunately, I amin awe of your power, but |
have to say that | feel sorry and forgive you for that,
because of the situation we seemto be in here today.

Yesterday | heard, the train is noving. The fact
is that you have less control over the train if you don't
approve it, because you can't put any restrictions on it.

If we go with one and we don't go with the other,
boom we blow a | ot of people's confidence in sone things

that nay be good, and boost confidence in other things that

may be very equal. | don't know.

| amjust a person on the street. | am
M. Cohort. | am M. Cohort, M. Perfect Cohort, except for
one thing. | was m srepresented on these charts.

| was on these charts in two different ways. One,

| was represented on those charts as a perfect outcone, and
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nunmber two, | was represented on those charts as one of the
accountability problens, and | am enbarrassed about that.

| tell you, when you go into the office, they say,
yes, you have got starring. They say it is going to go
away .

You say, well, doc, thanks, |I can see. | couldn't
see before. | lose nmy contact, | amin dire danger, because
| couldn't see two feet in front of nmy face.

He says, well, how was the hal os beforehand, and
how was the starring beforehand, conpared to now. |
t hought, should | base that on clean contacts, dirty

contacts, or not being able to see two feet in front of ny

face.

DR. MC CULLEY: | need to ask you to wrap up,
pl ease.

MR KWECINSKI: Ckay. To wap it up, folks, you
have given your opinion to the FDA. | amglad in this

country that they get to go on their own accountability.
Hopefully, | plead, | inplore the FDAto listen to
all the data, and the fact is, what | see as a | ack of data
on a lot of this thing, | see sone folks here that are stuck
wi t hout dat a.
The fact is, we are picking on those who build the

machi nes and we are throw ng the responsibility on the
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patients, and there is a big gap in between.

| heard it yesterday said, hey, even if we put
that on there, they don't have to tell the patient. The
fact is, what is wong with the | abeling that says sonethi ng
along with, this machine is only allowed to be used by those
who give back 90 percent of accountability for the data, so
that you fol ks have sone decent information to go on

The conpany that built the laser that did ny eyes,
| nmean, they are way on one end. The other guy, when | wal k
in there -- this is the thing that blows nme away -- is the
fact that you realize when | go in there and | say, doc,
amnot really seeing that great fromny left eye and it
cones and goes, and maybe in this light it is alittle
better, accommodati on agai n.

He says, wait, if you put your hand in front of
your left eye, you realize that you only see with your right
eye anyhow. It doesn't matter.

That is kind of good, but he says, don't worry
about it. | wll doit again, if you want it done again,
but he says, you are 42, maybe that is a little better
uncorrected, because if you ever need readi ng gl asses --

DR. MC CULLEY: Excuse ne, | do need to ask you to
wrap up. | have been tolerant and you have gone way beyond

your five mnutes. Please wap up
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MR KWECINSKI: Right. M conclusion for this
whol e thing, that the | abeling on this machi ne should
require that whoever uses presents valid data for the
privilege of using that machi ne and, nore inportantly, so
that you have nore factual data, is the fact that a test has
to be done, a scientific test, not a little handout sheet
that is the responsibility of the patient to fill out, to
tell you whether starring and halo is a problem

Wth the data that is being collected, nobody even
spoke up here today except ne, and | am scared as hell. But
there were fol ks who spoke yesterday in the norning.

The fact is that they are a little blip on that
chart, and it is very hard for you to tell at this distance
how crucial a factor that is in sonmeone's life.

Yet, | can walk to ny doctor tonmorrow and have him
do this all over again. | inplore the FDA of this country
to do sonething for the safety of these folks and to find
out this data that is needed.

Pl ease do not protect ne from necessarily the
machi ne. | have seen other things that were safe, or
protect me fromne, whether | choose to have it done to
correct nme from 2400 to 2100. Hey, if ny vision went back
to 2100, | would still wite ecstatic down on the survey

sheet .
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DR. MC CULLEY: Thank you for your comments. |
appreciate it.

MR. KW ECINSKI: Thank you for the privilege of
speaki ng.

DR. MC CULLEY: Thank you. |Is there anyone else in
t he audi ence that would like to cone forward to speak?

Seeing no one, the open public hearing is cl osed.

Dr. Sugar?

DR. SUGAR: Can | go back to the session where we
wer e maki ng recomendati ons? Yesterday we nade
recommendations that information or warning be provided in
t he physician and patient information booklets concerning
pupil size, and I would like that to be included in this
al so.

DR. MC CULLEY: You nust make the recomrendati on
based on this PMA, not because of sonething done in the
past .

DR. SUGAR: | want to nmake the sane recomrendati on
t hat we nade yesterday.

DR. MC CULLEY: Ckay, is there panel agreenent?

FDA closing remarks. No further remarks.

Sponsor, closing comments. Five mnute [imt.

DR. DURRIE: Mself and the sponsor woul d just

like to thank you for your attention on this. As an



170

opht hal nol ogi st, | want to thank all of you for spending the
time in your careers to do this job that is so necessary for
all of us; thank you.

DR. DURRIE: Any other coments from sponsor?

Ms. Thornton, would you please read the voting
options for us?

M5. THORNTON: Just to reiterate briefly, the
panel's recommendati on options for the vote are as foll ows:

Approval , there are no conditions attached;

Approvable with conditions. The panel may
recomend that the PMA be found approvabl e subject to
specified conditions, such as physician or patient
education, |abeling changes, or further analysis of existing
dat a.

Prior to voting, all the conditions are discussed
by the panel and listed by the panel chair;

Not approvable. The panel nay recommend that the
PMA is not approvable, if the data do not provide reasonable
assurance that the device is safe, or if a reasonable
assurance has not been given that the device is effective
under the conditions of use prescribed, recomended or
suggested in the proposed | abeling. Thank you.

DR. MC CULLEY: Dr. Sugar, would you |like to nmake

a notion?
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DR SURAR: | would like to make a notion that we
consider this application approvable with conditions for the
ranges requested, the conditions being:

That there be warnings concerning | ess predictable
outcones in patients requiring higher corrections, both
spherical and cylindrical;

That the nonograns be individualized with a
nodi fied statenent simlar to that fromthe sponsor

That there be a warning that the posterior 250
m crons shall not be disturbed by the |laser or the keratone
-- that is 250 mcrons of the cornea;

That we add specific outcone data concerning
refractions and synptons to both patient and physician
| abel i ng;

That there be a warni ng concerning possible
i ncrease in adverse patient synptons with | arger pupi
Si zes.

MC CULLEY: |Is there a second to the notion?
MACSAI :  Second.

MC CULLEY: Furt her di scussion on the notion?

T 333D

BULLIMORE: | would like to offer a friendly
anendnent, that the indications indicate that a stable
refraction is defined as |l ess than a diopter, or a half a

diopter or less change in the year prior to the procedure.
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DR. MC CULLEY: Do you accept that friendly
amendnent ?

DR. SUGAR: |s that what the guidelines state? It
is. GCkay, accept that.

DR. MC CULLEY Further discussion. You can deal
with it.

DR. ROSENTHAL: | amafraid |I can't conme up with
all the answers. Apparently they are suggesting different
recommendations for high and | ow nmyopi a, not you, but in the
past. | think we will have to look into this.

DR. MC CULLEY: W are advising, and that is our
advice, if the notion passes. |Is there further discussion
of the notion. Al in favor of the notion, raise your hands
hi gh.

[ Nlne hands raised.]

Thank you, nine ayes. Noes?

[ No hands rai sed. ]

So, nine ayes, one abstention. | must now ask
each person to state why they voted the way they did, for
the record. Dr. Ferris, it is tim to start on your side of
the room

DR FERRIS: | abstained fromthe vote of
approvable with conditions, in part to be consistent, but

al so because | think that in an issue of a degree of public
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heal th i nportance such as this, and where the side effects,
statisticians always say conpared to what.

Side effects are very inportant in this particular
situation because the alternative has its own set of side
effects, but | think they need to be conpared fairly
accurately with serious conplications.

| believe with a follow up of m ssing information
of this magnitude, that | can't adequately assess what that
iS.

However, | take the point that | amnot a corneal
surgeon and that one of the reasons for a panel deliberation

is that you bring nore to the table than just | ooking at the

current data. So, | don't want to vote against it, but
neither do | feel I can vote for it.
DR. VAN METER. | voted approvable with

condi tions, because | believe that wth the conditions that
we have attached to it, the device has been shown to be
reasonably safe and effective.

DR. JURKUS: | voted approvable with conditions
because | believe there is a reasonabl e assurance of safety
and efficacy, and the information will provide useful
information for the consuner.

DR. H G3d NBOTHAM | voted approvable with

conditions. Based on the data provided, | believe that
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safety and efficacy, or reasonable safety and efficacy has
been denonstr at ed.

| would also add that, in addition to enhancing
the patient information book so that it reflects a realistic
perspective in terns of the side effects, that those
surgeons who participated in this study, as well as others,
work with others in the industry to work toward devel oping a
nore sensitive patient satisfaction questionnaire, so that
we can continually inprove our ability to pick up

conplications in the future.

DR. PULIDO. | agree.

DR. SUGAR. | think I have stated ny case.

DR, BULLIMORE: | voted approvable with
conditions. | still have concerns about correction of nyopia

and astigmati smat the high end of the range, and | share
sone of the concerns previously expressed about nore careful
quantification of synptons and patient outcones in these and
other refractive procedures and | ook forward to further work
on that topic.

DR. MATOBA: | voted for approval with the
nodi fications, and | echo Dr. Hi ggi nbot ham and
Dr. Bullinore' s thoughts.

DR. MANNIS: WMark Mannis. | voted for approval

with conditions, based on ny assessnent that the sponsors



175

adequately, or reasonably adequately, denponstrated safety
and effectiveness.

DR WANG | voted for approvable wth conditions
as outlined. | would also like to nention that it is
inportant to stress certain technique, training and
consi stency in surgical techniques in offering this
procedure to the public.

| would like to al so express the sentinent that I
recommend to the conpany that, having this surgeon initiated
study, and to cone up with a reasonable done study in this
area where this procedure has already been done on a
wor | dw de scal e, that we have sone data on the market that
we can | ook at and nmake sone judgenent.

| would also like to applaud the FDA and the panel
to conplete its work to fruition

DR. MC CULLEY: Concl udi ng remarks by
Ms. Thornton?

MS. THORNTON:. Before you all |eave, | would just
like to remind you that there are two gui dance docunents
that were noted today in the branch updates by M. Boul ware,
the I OL gui dance docunent and the accountability, which are
up for comment.

I f you can obtain a copy of those on the web, we

certainly woul d wel cone your comments on those.
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| would also like to thank the panel again for
anot her day of work and deliberations. | amsure they are
going to be extrenely happy to give four docunents back to
us, and we prom se not to do that again in the near future.

Then agai n.

The PMA docunents and your notebooks and al
associ ated docunents, with all the deliberations and PMAs
t hat we have tal ked about over the |ast two days, would you
| eave then? On the table nowis fine, because we are not
going to be back here for a while.

Thank you again, and thank you sponsor, and we
will see you on the 23rd of Septenber.

DR. MC CULLEY: | would like to thank everybody
for the hard work put in. W now stand adj ourned.

[ Wher eupon, at 1:20 p.m, the neeting was

adj our ned. ]



